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(57) Abstract: Melanin concentrating hormone antago- 
nists containing compounds of the general formula (I) or 
salts thereof are useful as preventive or therapeutic drugs 
for obesity and so on wherein Ar 1 is an optionally sub- 
stituted cyclic group; X and Y are each independently a 
spacer having a main chain; Ar is an optionally sub- 
stituted fused poly cyclic aromatic ring; R 1 and R 2 arc each 
/ independently hydrogen or an optionally substituted hy- 

drocarbon group, or alternatively R 1 and R 2 together with 

" " * " * the nitrogen atom adjacent thereto may form a nitrogenous 

heterocycle, or R 2 together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R 2 together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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5 8*©#s^#7fs«^s (»'su< tttr^u ^x;u (tw s> 

. S) , 1. 3-5Wftf» 

10 

£), C 1 _ 3 7;i^l'>^*>'(0!K ^I'^SWrS'* X^>>^*->& 

15 ^->-C i.eTJWK C 6 . M 7iJ-JVt=jr'>-C ^.T^K^J^ 7x/* 
S/pWUfcf), C j.JMJl'-C 6 . 14 7'J-^-C 2 . 6 7M^K^J, 
fjV7irjl/Xf-J^a> APy>-ffcStiWTt>J;V> C 3_ 6 WU7)V 

20 tKD^X HttSStl/WbJ:HC e . 14 7iJ-W^ 

ut wb«kv» c 7 . 19 77^;i/^x fi&g&^rLTVvrfe«J;v> c e _j 
4 7U-;p-*;w^-r;k 75 a 7$.;-c 1 - 6 7)V*)vm, 7a/*5f 

*;kt^/(0!K *?W75A x^;ktsa 7Pt!;Kr^A -rv7°pfc! 

25 . ;l/7SA 73Ml/7$A££K v J -C 1 _ 6 7;WP75y(^ ^^^75 
A 5?X3\JP75A ^Dk>7$;, ^7*?;i/75A X?)[r*?-)V7 

s a&£), -c 1 . 6 7M;i'75 ; -c !_ 6 7M;k^ *^;P7s/ 
X5f;k 7^7 S/lfMt'), ^-c 1 .,7W7s;-c l . 6 7^ 
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KM* ^pWkts/pwk vxffrrs;* 1 ?^ p-fu&vTss* 
^;k *m y 7 p M)vr s j x^;k y^75;xmti 

14 7U-;kfim»SWbT^T i foJ;Vi5fc5:ViLlOM5f#^I^^£^ 

huts rejftS&^rbTVvTt>«fcViC 6 _ 14 7U-;pj rg$ix£ 

15 £*LWTfc«fcV>5&l>b7MM^tt75/J rmm^J £b 

MSB r;\oy>ftanTWfei^ c 7 thx\t, 09*. «, 1 

* % 3 9*S:fflft!|ri/TV»TfeJ:HC H.mJH^, x^;k 7 

pt?;k -fyynt!;K T^k -fVT^k sec-T^k tert-T^k 

^>^;k ^^;p^^)*^W5n«. jy^tbxte, £pp* 

^;k 5?7;i/*n^5 t ;K hU^no/fJk HJyJktP^Wk x^;k 
25 z-7atim 2,2,2- hU7;k*PX3Mk *>*7;k*nx9\>k 7 

Ptf;k 3,3,3-HJ7;ktP7°Ptf;k -fV7Ptf;k 7^;k 4,4,4- h 
U7;i/to^;W sec-y^k tert-73S>k ^>3^k -T 

y^>^;k *^>?^k 5,5,5- hU7;ktP^>^;k ^->;k 6,6,6 
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Mia rtFD*v-c x _ 6 7;wki iz&^x, c^.m^tum 

7Ptf;k S/^D^k i^DO^k ^PA^XJUfcafc^W 
sns. Afr^turtt, ^P7*pf;k s/^a^k ^D^>^;k 

io '>^D^>^;k 4-i7Pn^^p / \ ; ¥->;k^i:^!'f e>n^o 

BufB rApy>-fk;$nTV>Tt)J;^C 1 _ 6 7;kP^>J thX\t, 0S;LJ& 
Jl& 3£fii&£)£WbTVvrt>J;^C x.eTJkP^'XR *h*X Xb 

tw+x 7b*x ^yfji/^^/ia&t'^ifens. 

15 0l|£LTte, WAtf, *b*X ~77;k*P* .HJ7;k*0*h* 
5/ % Ih^y, 2,2,2-Hj7;k*PXh*X 7p#*X <f77P^*X 
7h*X 4,4,4- HJ7JkfP7h*X -f77h^X sec-7h*X 

1MB rApy>-ffc;snTViTt>«tV5C 1 _ 6 7^+;i'^j £LTte> 08*. «, 
v^m-pt^jh^ hU7;i/^p^^;k^^ x^;k^3\ t p 

25 Ptf;k^3\ 4V7u\i)Vtt, 73Mk*2\ 4,4,4- h U 7^0 7*^ 

?;Wki tbxtt, WAtf, ^>v;k 7x*?;k ^7xx;k*^;k 

hU7x-JMfJK l-^fSHoWk 2-^7^^^ 2,2-y7x 
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XJl/X^k 3-7i-J^nt!;K 4-7xZJV», 5-7x-M>? 

KTIB rBjftS*^TbWTt>«fcViC 7 _ 19 77JWH ksw-s rgmsj 
5 1 _ 3 7;U*l/>3^*3'(0!U *^l/ 3a X^>S>tf*>'&2K x 

ha, 3/7 a Apy>{fc$nwT«bJ:vic 1 .,7;i/+Ji/> Aoy>flsan 
wrt><kv> c 3_ 6 ^^o7;wk ;\uy>ih^nx^x%^ c 1 _ 6 7;i' 

AD^XbSnWCfcJ^C X ^7)V*)V?*> tr«0.^3/, 75 

a ; ey-c 1 _ 6 7;^;w75y m> ^vts/^iws;, 

10 »7SA -fV7"D^75A 7^1/75 y £2), 3>-C 1 _ 6 7;WU7 
5y(0K y^75A yXW5/, $>7ut;;i/75 A V?*)V7 

5 a xfjw^75;&a, 75;-c l .,7»(«, 7$y;Wk 
7$;i?;k 7$y^otr;K rssttvtaZ)* t/-C!- 6 » 
75;-c 1 . 6 7W(^ ;wi/75A5Wk x^^sajWK 7 
15 DWsy^m -f y7D^75yifJk :7*^;U7$yx^;ufc£K 

^-C 1 . 6 7»75;-C I . 6 7»(^ ^W5^f^ 3>X 

3^7$ a* 3>y*nt:;i/75/;Wk ^y7°Dtr;P75/x5 i ;i/> 

;PA ,; E-r;K Ao^M^ntntfe c ^jw-^M-iK c x 
20 _ 6 7;i'3^r3/-*;^x;K^j, y b^^ktok xh^^Mxjk 
7'P#^^;^x;k tert-^h+5/*;w#x;vfe£), ; &y-c i _ 6 7;u 

#-*Mt-fJKW, t&UMWWfo JL^)Vts)V;^)VUE), 

;kt^;k x^;k*?\>kfr;ww;i/fc£), AD^wtsnTVJTti^ 
25 c 1 _ 6 7;wwx;u^;i/, *;i/s;k75A An^xbsnwrfciVic 
1 _ 6 7;i/^;p-*;^-9-5 b\ c 1 _ 6 7;kP*3/-#;i/:^riJ-s y h 

7*h+y*MWF*i'), C 1 . 6 7Jl/^XJ^xjl,75y(E A^ 

x;kfrx;k75A x^kx;k*x;k7*y&£), c 1 . 6 7m-*M 
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jj)Vi£-)\,tti/W* *Y* 9 silfr'$—)Vtt 9 s> ih^y*M-M^ 
io rApy>{b$nwTt>«fcv>c x-^Wki , r/\py>fb2 

t i/T^i/fct)©^^ ens, 
15 msb rAn^>{bsnTvvrt>«fcv> c j.eTJ^^-*^^ ti/tHu 

20 HJ 7;k*P7-fe^;k hU^ODT-fe^K ^o/vf;i/, t^^k 

25 j^ksjkfr^k x^;kx;u#x;k rfu fcf;kx;i/*x;k -fy^pt:;u 
;up*-;k r/^yuw^k sec-:/9\>k*;k*x;k tert-^;^;i/ 

y7;i/to/^xM^K by 7;ktP^5\>k*Jk^-;k x^tju 
#-;k ^Ptf;k^;i/^r;k >rv7p£Jk*Jk*x;k :?^;kx;k*x;k 
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4,4,4- hV7)V*B'7f-)VZ)V#-)\ss 1>?)VZ)V*-)V* ^isJWV 
atf+if-SFCtt* 7irb75h\ 7°n/1>75 F> 7^ >75 H&£)&£^ 

s h> yunyy^ b\ 7^>7s ens. 
tm mmm*GVT^T'b&^c 1 - 19 77)v*)\'-t* , s} \z&tfz rc 

15 ^;i/^^> 2-^-7^;M^^'X U-77x-JHW^y, 3- 
y x.~)V7u\Z)Vtti'* 4-71-J^fM^y, 5-7i-JK>^ 

ttrtB rsms ; &WbWTfe c kVic 6 _ 14 7U-;u-^;w\' ; e'r^j fcfcft 
* rc 6 _ 14 7U-;i/-*^A ; Ei';i/j £LTte> 71-;^^^ 
20 <y;k \-i-y^)Vti)vn^)V, 2-t75 l ;WM : E'fMtW&n 

So 

14 7U^-ijM^;h Cfctt* rgmSj ibTtt* WE rg&g£ 

25 WbT^Tt>«k^C 7 _ 19 77;WUj fcW* rg^Sj tl/rfllwbfcfc 
fflT?*S. 2 M^±0il-&, &«&Ste|W|-T&oTt>JI 

ffffB ra^^WL.TV^Tfe t J;Vi5^Vib7M»^75yj fcfcfrS 
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&&i turn /\ny><b$nTvvrfc«fcvsc 1 _ 6 7;M=- 
nwr&j;^ c ^^Wksjkfr-Jk lilsttt^Tfej;^ c 6 _ x 

4 TU~;k g$S£WbTVvrfc«fcV>C 7 _ 19 7^Mf;k M&S&WLT 

xh*s^3\>u) , c 1 _ 6 7;pn*->-*;^-;w (#i> 

Tv>T&«fc^c 7 _ 19 7^;wki tL/Tr*,'-tn^nsaiB rg&s£WLT 

20 rAoy><b$nTV4Tt>«fc^Ci_ ( i7;i'W-*;^^j , r;>oy> 
. <b£*iwrt>«fcv>c 1 _ 6 7;u+;px;u^r:;i'j ttt«. fere rg^s^W 
i/TViTt>j;V5C 7 . 19 75;p*;i'j icfctt* rg^sj tUT^ufct)© 

rams^w b wt t> ± c 6 _ i 4 7 u -;ki fc* tta rc e _ ! 4 7 u -M 

25 tbtfl 7x=Jk l-t7fJk-2-t7fJk 2-' f>f^W 

& rfijftsswuTViT"b<tviC 6 _ 14 7U-;uj fcfctts rg$aj tv 
xte, stfia rBjftss^rbWTt>j;Vic r . 19 77;wi^j r fi£ 
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5 ;i/> 2-^-7 M)u&£>we>n§o 

f£ rg^a^w v^t t> <kv> c 6 _ ! « 7 u -;p-*^fe^J fc** it* r « 

MffeJ;«»^I«n5 1 £fc&2ffl, *?£b<te, 1 fc^L4 
fflO^xnJBFPS^trB&^L 10 Jft©(J«Ulte*fctt 281^0 

15 #3£tfSnS. 2-*fc«3-^x:i;P ; 2-,3-;fefcte 

4 - 1! U V ) V ; 2 - * tc « 3 - 7 U ; V ; 2 - , 4 - * ft « 5 - 3=- 7 7 ' J ; 1/ : 2 - , 4 - 
^fe«5-^-^/U;V; l-.-3-*fct4 4-lf5V/U^; 2-t!7^; 2 
-,4-*fctt5-KU55?=;W;l-.2-*fctt3-t:nU;P;l-.2-*fctt 
4-^ 5 ^/U ^ ; 3 - 4- H U ^~7x;l/ ; 3-^ 7^7 7 V ^ : 3— T 7 

20 V* U ;P ; 1 . 2, 4- ^ W-77 7-^- 5 - -f )V ; l , 2, 4- **W7 7- 

;1/ _ 3 _^ ;l ,. 2-. 3-» 4-. 6-*/ttt U^I 1-.3-.4-.5-.6-.7 

-*fctt8—fV4V V)V; l-.2-.3-.4-.6-.6-*fctt7— f >FU 
;U ; 1 2-, 4- *fctt 5— T 7 < > H U;p ; 1-. 5-*tt 6-7^9 ^x;u ; 
2-,3-*^tt5-^y^U-^;2-,3-,4-,5-*fe«6-^>777- 

25 ;P;2-,4-,5-*fc^6-^77^77U;P;l-,2-,4-,5-*fc»6-^ 
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E), XhP, *>7V, Aoy>fc$nwTt>J:v>c 1 _- 6 7;i/*;k c 5 _ 14 
;w-c 6 _ 14 7U-;u-c 2 _ 6 7;Hrx;K0>J> y^7x-/i.xT-J^a, 

AP^Xb^nXWrfc^ C 3_ 6 y^D7m APyXb$ttWTt> 
5 iVi C ^^l/P^X AP^rXb^nwrfci^ C ^ 6 7JV^r)V^, « 

Tt>£V> C 6 _ 14 7U-;P^^ g&S£:£bWTt>£V> C 7 . 19 77^ 

;kf*x 75 a 7s/-c 1 _ 6 7,Mr;K0ij> 7^j^)V, 75 ;if 
.;k 75y^ntf;^ msfj-MzE), ^y-c 1 _ 6 7;wu7^y 
io y^;P75//x^;u75/, 7pW5;, vr/pkVKra a 

)V7$/f3iii), ^-C 1 _ 6 7;Wl/75y(R A ^X^7 

-c 1 _ 6 7;i/+^75/-c 1 _ 6 7;mr;Kf!i> ;WU75y;Wk x^;i/7 
7°nt°^7$y;Wk -rv7°ntf;i/75yx^;k 7^7 
is 5/x5f;i/&a, 5?-c 1 _ 6 7;^;U75 y-c^^WKflU s^^u 
75/^^;k ^xws/^m v7°Ptf;i/75/^^;k v-rv:/ 
□ tf ;P7 s y x5f ;k W?-)V7 a / x^ji/ft E) > 5 tz\,* b i Rmm^r 
a a 7Xk 7-xkT^A 7Xk**vft£#w e>ft5. a&£®% 

0iJ;U£ 1 b 5 ft Jf* b < tt 1 fcV* b 3 s. g&* 2 {a 

■nc-c, rAD^>{b$nrviT i feJ;ViC 1 _ 6 7;wi/j , r/NP^XbS 
nwrt>«kv>c 3 _ 6 5>^P7;i/^;uj , r/NP^xb^ftwc^^C! 
_ 6 7;kP*x > r/\u¥>ik-ztiT^T>b&^c 1 „ 6 7)V*)i : ?-*} , rg 

&££WbWC ! b«fcVU 7 _ 19 75;Wkl , rg&g£WbWT ! &«fc^ 

25 c 6 . 14 7U-m^>j> rg&g£WLWTfc«fcv>c 7 _ 19 77;Wu* 
3 rg^j EbT^b£&©#s/Bv>S>ti5. 
^WRSj fcfctt* rg&»j t&s r«Mt*Wb*cviT'b«kvs5&Vib7 
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tufB r7^;i"J tLTfe. 5£:-C0-R 3 , -CO-OR 3 , -CO-NR 

5 3 R 4 . -CS-NR 3 R 4 , -S0 2 -R 3a , -SO-R 3a / -PO(-OR 3 ) -OR 4 £fc 
&-P0 2 -R 3a (itf, R 3 «(i)7K^M^ (ii)«feSSWbWTt)«tVi 

W****bTVvrfe±V>MhzK**, *fctt(li) IBftSStUWt>± 
«3MKiMb***& £ b Vi . ' 

a) c 1 _ 6 7;WKm«, ;*^;k x^;k yptf;K -fv^n^K ^ 

;k -iVff-M sec-7^;k tert-7^;k ^>3S>k ; 

b) C 2 _ 6 7;U-ir-;Km«> k-Jk 7U;k -fy^O'^k 
20 ; 

25 e)c,. u 7'J-iKm(l 7z=;k i-i-yf-M 2— f> 
f- 

f)C 7 .„77MJKWtf, ^>^;k 7x*3Mk v J 7xx;M5 i ;k h 
•J7xZJWfJK l-^^kWk 2-j-y?)V*?M U-77i- 
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;ux3Mk 3-7xx;i/7otf;k 4-7x-;p7*^)k 5-7irM>fji/ 

r^«^«j hfsubc,.,;^, c 6 _ 14 tu-;k c 7 _ X9 

5 riij|U£*WLWTt>«fc^ttfl^**j ic*w* rBjfusj £Lt«u 
APy>JR^(^ 7v*; JUK, 3#*fc£K C 1 _ 3 7;U* 
k>>^*v($K ^l^^^X x^k>'7^*->&£)> -ho, v 

10 ;(Ms *?)V7S.y, x^;P7S/, 7atf;k75A -y v7ot!;P75y, 
7^;i/7^y^a> y-Cj.eT^wsy^ 5**3^75 a -7x5f 
JUT 5 A ^T'nfcfJkrS A 'T^JKT^A x^jm^jkts Aft£)> 

TViTfect^ c 1 _ 6 7;wi'-*jpfc;kc 1 _ 6 7;P3^->-*;^x;k^, 
is * h*->#;i/fc;k xb^»»,' 7o#*^;*7 JkSxjk tert- 

WftSSWl/WrfeJ^ c 6 _ 14 7U-JU-#Jktfxjk figIS 
*WbTViTt>«fc^ c 4 7 u-;p^*>-*;i/fc;k Wfc***LTV> 

20 5 6 MStm^jufcjk -c 1 _ 8 7;wi'-*;wt ; e>r;K«i, * 
^ivtuw^M x^;kfr;ww;kka, -7-c 1 _ 6 7;u^;u-^;i/A 
^E-r;K«aj, s^^jk&jwit-rjk sJx^jk&jwt^-fjk x^JM^jkfr 
jw\**-r ju& £) , stiwt>itu,. 14 7 | J - # Jk^-r 

Jk WMtSffLTWT'b.kH 5 frl^L 6 MUttSt^Jk WJk AP^> 

25 tesnwrfciVi c 1 _ 6 7;WU7;p^x;i/, «fcafc*rbwt%>«kv* c 
6 _ 14 7U-juxjkfrxjk ^ji^jkt^a c^eTMJhAMiM 

7-feh*">, 7PJV-fJk*-*'>fc£)» fi&S£3ibWrfc£ 

6 _ 14 7U~;u-*;ufc;i/^^, c ^^JUP^-^Jktfxjkt* 
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26 

• ra^s§wbTViTt>«3:ViC 7 _ 19 77)^;w^'>-*;i'^;i/j icfc 
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s r5«:^b6M«ssa*^#-^j £bx&> w^tf, -n^y-rjk -rv 
5 -n?v-f;k 2-5V-r;k 3-xViVk 2-7ek;p, z-yu-ov, =t 

;k&;w i H > ;k 4-t;u^*;p/t^^, 2-5 i x-;i/*;i/A : &-r;k 3- 

MfB fgm*&WbT^T i ba;^c 6 _ 14 TU-;i'X;i'7K~;uj rc 

i5 7^;kx;k*~;k 2-ir7?)vz)Vft-frfc£ifimit>n%, 

rc a . 14 7U-;i'-*^#=^*">J tbTtt, "*>*Ar 
;k**v\ i-t7K^k 2-^-7 h^;k^^&£^w<=>ns 0 

20 fc^tt* rc 6 . 14 7U-^-AM^M^yJ £bT&, 7i, 

*;p;t^-f;^^j m^i thru, tm mmm^vx 
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*jbcw satin* i *&«2aj ftVibifflc^pK^ft^nsftVib 

14M(m 2S*fctt3SK)«*Sk #*b<«(i)-^8l«SS53ik (ii)5 
&^b 10 A#3fS»tt*5S*fc«(iii)7»^b 10 ***»*HS*6tta© 

i flo^iR^si^viTT** i «*fc£***if ens. 

4 fi) 5 b 14 Jt ffS b < » 5 b 10 Ji©3Sr«#!«*Sltfc£j&* 

we>ns 0 #i#WfcKk ?t7ix 77X tfP-;K 

tf^/-;is ^77-;k -ivrrv-frs *ttV-)v* <iv**w- 

15 ;k KU$>X If 7~XX £U5vX tfU^XX 1,2.4-#*1B>7V- 

;k i,3,4-**i^x77->>K 1,2, i-rrpy 7-;k 1,3,4-^7^77 

^>X^+^7-;k ^>7^77-;k ^>X^V^77-;k t7h[2,3 

-b]?t7ix 7x/*ihh'x -f>K-;k -fy-r>H-;K ih — f 
20 >*v-;k 7ux 4H-*/u> ? x -fy^/ux */ux 7*9-7 
x ±7?v 9 J>* *7*u-ux wjx wjx #;w\*7-;k 

0-#;W*yX 7x±7H>7X 7?U7X 7i^>7x;5 1 7^ 

& b < mss) & 1 b»is a? * b < tt 1 2 1@) ra^n (0su < 
25 >i?>st$) tsi^bT^fifesnfca^if^w sns. 

X KDU^X 2-^fc«3-^5^7UX 2-^if7UX tWV"J 
-7X 2-*fc»3-t!97UX £771) vX 2-^77UX tf^U^X 
tf^^^X AWfkHSX tWJX >&££S*i§ 
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i 

*sZ u [2. 2. l]A7^>^Wf5»ti5. 

-•7U;i/;2-,4-^fc«5-^TyU;P ;.2-,4-^fc^5-^ityj;i/; 
10 • l-3-Sfc«4-tf^yj;P; 2-tf7^-;i/; 2-; 4-£fcte5-tril^ 
' l-,2-*fc»3-trDU^; l-,2-*fc»4-^$^/U^ ; 3-* 

fctt4-bfU^-;P; 3— rv^T^/U^; 3— f ytWJJP ; 1,2,4- 

-,5-*&tt8-4VU;i'; l-.3-,4-,5-,6-.7-*&tt8-' 
15 ;P; l-.2-,3-,4-.5-.6-S&tt7— -T>HU;P; l-,2-,4-£fctt5- 
-f V-f > H U;i/ ; 1-. 5-£fctt 6-7^^^-;i/ ; 2-, 3- 5-*/* 
■tJ-U~^;2-,3-,4-,5-Sfc«6-^>^77.n;i/;2-,3-,4-,5-$fe 
«6-^>\/^X-;i/;2-,4-,5-Sfc«6-^>7^7yU;P; 1-.2-.4 

20 -*fctt3-"lfnu^-^; l- 2-4-Sfctt5-f5^V'Jy-^; 2-* 
fctt ; 2-, 3-* fctt 4- 15 V'J » ; idiVVS ;2 
- , 3 - mtc\* 4- tf^'J ?)V ; l-*ifc«2- 5 ; u y fc 2 

25 t* mm&^vr^xh^m^m&] \z&nz rsmaj £lt&, 



WO 01/82925 



30 



PCT/JPOl/03614 



r 4 ttk$*i3 rc,_ 6 rJWPj tLTit, MMf> ^^;k x^;k ~? 

Dh°;K -f7:/o£;k ^K -fV^K sec-7^;k tert-75P;k 

^^mwrn.] iz&nz r^mnmmi thru, mxu. mmm^-u 

20 wt*>£^c 6 _ 14 7U-;I/-#;i^~;i. (#k ^>vV;k. 1-^-7 h-r 

25 ^^v-^^-^a , mm&^LT^Th^5f^bmmM 

-*;wtqE-rjKf!i, ^^^^wtt-r;^ e^x^i^wwjk x^;i/ 
;*3^#;w^r;k%a> B&g£#b-o>Tfej;v>c 6 _ 14 7>j-;i'--# 
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;k 3, A- s J^v^yy^)Vii)vn^)Vis.E) , n&as^i/rwb 

13 r«ifta6ft#UTv>T , bJ:ViC y - 19 79;w i ;wj rfi&gj 

io T^tj^ b fc o#/b ^ 6 o 

r«^*<£WbTVi.T i fe e j;ViC 6 _ 14 7U-;i'-^;^->'H ii/tn fli 

20 rntfcg&wLTV5Tfe«fcv>c ,_ 14 7U-;p-*;wt i E>f ;ki £ut&3u 
25 »^n7c75y^we»n>«u<^^:-NR 5 -coR 6 , -nr 5 -coor 

6a < -NR5_so 2 R 6a , -NR 6 -C0NR 6a R 6b s -P0(-0R 5 ) -OR 6 
-P0 2 -R 6 K«f, R 5 «7K^0 : P^fe«C 1 _ 6 7;^;i/;R 6 ^t>IfBR 3 <i: 

^tg ; r 6a ttiti2 r 3 a t mmm ; r 6 b & r 4 1 e*8**t) tus 7 
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*>Tt>«kv>c H w-*JK*t5 h (flu jwi^tf+if-s h\ h 

x^W;i/il?+D-5 h\ 4-^ b^v7iZMM^S H&f) , N- 

;i/^;i/75y (ft N-4-*h*s^>v^;i/-N-^^i/75y&<i:) , 

^•tf-^F ^Wft7x>-2-YMJ^f5 Hft:t*) > Any 

15 ^^^K&a, «&S&WbTVvrfe<kV>C a _ 14 7U-;P7S/ 
%)ltf-)l7=i; (Ms 7z.-)P7$;*)l$~)V7^/fea) , ad^> 

20 h^->7x^;^;^-;i/75 

tn- ot&as&WLWTfcJ^c 6 _ 14 7'J-;u-^^-;w -N-C 

25 fj, rg«^wbx^TfeJ;^c 6 _ 14 7U-;U75y*;i/to;i'75yj 
&<fctf r«^aES^rLWTt)«J:v>c 6 _ 14 7U'-;Pxjp*-;i/75/j fc£ 
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tt^imtfbtl* #*b<WU 5S:-0-C0R 7 , -0-C00R 7 , -0-CONHR 
5- 7 s -P0(0H)-0R 7 i;fcte-P0 2 -R 7 R 7 &tftfE R 3 MliSS 

jt^<&*bT^Tfeivvc 6 _ 14 ru-;i'-*;i'fc;i/^-4 i ->(^ 

Tt«k^c 6 _ 14 TU-;u-*;wt^;i'^>(^ 71^^;^^^ 

20 rajfU£s^rbWTt>«fc^c 6 _ 1 47U-;i/-*;wi : e^;^*5/j 

s rgmsj ti/TH itrSB r«m«£WbWTfcd;(/U 7 _ 19 7^*;ki 
t*ws m&Mi tvxm^Ltch(D^m\i <bn^>o s&saftt^ mx 

25 

Ar r«jia6ft*LTViT'b«k^il!jR*j fc*it* ram*j 
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\Z&tt2> rsg|Sj thX\t. lIMB r«Jft*SWUWTt)«kV»5«:ViU7 ' 
hD ;C 1 _ 3 7^1/>v^v (#*U<tt*f l^^^v'fcS) ;AP 

y>-fbstiTWb«k^c 1 _ 6 r;i4 i ;p <if?&v<\*> x^;k t°p 
20 ;u^-p^>> > ;i/^->s 4-^^;^^>v;P^-x 4-x9\ji^>^ 

<tt7x=JV**'>ftH) ;75 7 i^y-C^eT^^TSy (£?£L< 

75/fc£) ;fi&$£WbWT *>«£<». ^>if>8!t«'&bT^T i b«k 
25 V>5&V>L7MM»75/ (ff*L<» 1.3-5?**V-1.3-^k 

H--ry-r>H-ji/-2--r;K pwumusv, ^vtr^y v/&<H) ; 

S^S^WbTViTfecfcVi 5 L 7 JH#$r$tttt£3i£ (if* t < \t 4, 5 
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5 ;u*;w^-r;^2) ; c 1 _ 6 7;i/3*i'-#;]'#-;i'(Mb<^ 

ih+yiJM-Ma ; AnM^ftTHTfeJ:^ c x 

n- (B«iS* : ffbWT , b«tv^c 6 _ 14 TU-jP-*;^-JW -n-c L _ 
y & a ; fi&s&^r b wr t> £ ^ c , _ x 4 7 u -)W 5 / *;pfc;P7 a 

TfcJ:ViC 6 _ 14 7U-;^;U^^757 (#$L-<«4-* h^7x- 
;^jU*-;U75 7fc£) ; «fc£&WbWTfc«ktr> c ,- a4 7U-;i'-* 

LTViT^J;^C 6 _ 14 7 , J-;P 0(F*U<tt7x=;K 7MD7z^ 

25 ^□D7i-JK y^;i/7xr;k ^ b^y7x-JW &£fe#jifr*ifcS 

Ar l MU $r£L<«, APy>®¥ (ffSL<»7>y», **fc£) ! 
^hD;C 1 _ 3 7W77^y (ffS^tt^US'S^S'ftg) ;A 
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^Tt)J;^C 1 . 6 7W5 ; t(^t<lt pWI^tf-fci?) ;tFD+y ; 
SM*£WLT^Tfc£^C 7 _ 19 77;Wl'^*>' (ffSKtt^>^t 
4-^ h^5>^>^;U^-X 3-* h*v^>^;i/:*^ 4-7 

;^p^>^;i/^=/, 4-^5 1 ;u5 1 ^>v ? ;p^'>> 4-x^;w*>$? 

<S7i^y&a ; 75/ ; ^/-C 1 _ t 7JV*)V7S.S (£?£b< 

V> 5 fcUL 7 *M»7 5 J Of S U < « 1, 3-5?** V-l, 3-5?k F P-2 
15 H-fV'f>F-JhW^ ^fJV^'Jyy, **7t£^'J5V&£) ; 

-S?k Hp-1,3-^U-\/-;U-2— DVtzE) ; W\fS.)V;%)Vtf*r$' ; 

-f ; «»£WLWTt>£^C 6 _ 14 7U-;i/-#;W\*t<;U (ff' 

20 tl<(i7iXjW;i//WJk 4-^h^y7x-W;i//W;k 3, 

jwx^^ (flu 2-tfUv > x;^;i/A ; &-r;u, 2-3vux 

^jSiMt^^^a ;C 1 _ 6 7;i/P^^-*^x;K$?SL<«, > b^F 

25 _,7;wi/-*j^*u-5 h (Sf*b<tt^5 t ;u*j^^5 h\ hU7;u 

*P*3\>!/#JW?*1J-S ;BiftS**bTViTfc«fcViC 6 _ 14 7U- 
;i/-*;^+u-s H (^K(i7i-WMW5 b\ 2-*h*5'7 
xx;i/#;M?*U-S h\ 4-^ h^y7iz;W;i/W5 Hftt*) ; 
S$WbT^Tt)«J:^C 7 _ 19 77;i/W-*;U^-t)-5 H ($f^b<tt^> 
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N- (SmS^WbTViT^i^Ce.^TU-^-^^fcJW -N-C x _ 

5 7fc£) ;{Mft36SWUWTt><kViC 6 _ 14 7U-^T5/*;i/#-;U75 
/ <R&L<1t7x-fr7$S*J\>#-A'7$/tti& lllllWl/Tlii 

;p*;i,*:L;U75 7fc£> ; gifea£*rLWT ! &«fcv> c e _ x4 7U-;w-* 
Off* t < fcU - y h ^^>l/-r;^^r^^2) ; 

WLWT'b«k^7x-;W \£yx.^J)V ($?£L<fct4-t:*7x-U;W » 

7xn;u-tfu> ? ;u ($F^t<«6-7xn;i/-3-tfU^;k 5-7x-;p 

> 7x-Jl/-7'JJI/ (jfSU<tt5-7x^-2-7'J 

jw , 7x-;v-' rv^u-i/-^ (^i<S3-7x-ji/- fv^+r 

15 5 — f;W , -77x^-tW-il/ «f?£b<te2, 4-^7 

«4- u-trusw) 7x-;u) > 7xn;u-bfU5y-;p ($?3-u<» 

2-7x-;P-5-bf'J5v ? -;W > ^>y7 7-JK7x^ 

»4-.(2-^/77r;w 7i^) , 7U;i'-7xn;i/ (#£L<« 

20 4- (2-7U;W 7x-JW Tr&So 

l4 7U-;w fl?si<tt7x-;k 7Mp7i^;k ^dp7x-;k j* 
2f®wbTVix : fo < iVit!^u> ? ^;i/ (tr^usv) , tr^7^-;i^ kpu 

(i) APy>m^ <flf$u<«7y&, s»* > Apy>ft* 
nwT%>J:ViC 1 _,7;i/+;p (#*u<«, x^;k 7Dtr;k h 
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x-d;i«) *fcr47x-;u-tru5?;i/ (ffsi<tt6-7z^-3-t<J5? 

5 ;k 5-7i-^-2-lf'J^W ; 

(2) fi^S [»*U<tt/NPy>JR : P (#*U<tt7y*, **fc£) , 

^^I^tl?) 1 ftVJ b 3 fi©til] ^LT^TfeJ:^ C 6 _ 14 7 U -JKff 
10 £b<«7x-;k 7MD7X-JK 7PP7x~;k ^fJk7iXJk 

15 aoRWlfe^UejSHiftoT^SIIOBI***^*. rill©® 

20 -CO-, -SO-, -SO 2 -, — NR 8 — (R 8 «7j<^JI^ AP^MtSnW 
Tfc<fc^ C ^eT;^;^ APyMb^tlTWbJ;^ C 1 _ 6 7)V*)l'-%)l' 

#-;k AP^>^nTViT i b«fc^c 1 _ 6 7;WUx;i/*n;i/^T) » a 

- 8 #sr£#3M^ms***# satins i &hl 3 2#a&£ 
25 jftmsHrsn*. 

tcr, rApy>fc$nwTfc«k^c 1 _ 6 7;wi'j fc'i>Ttt» wiar« 
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(DC -CH 2 -, -(CH 2 ) 2 -> -(CH 2 ) 3 -, -(CH 2 ) 

4 -, -(CH 2 ) S -, -(CH 2 ) a -> -CH(CH 3 )-, -C(CH 3 ) 2 -, -CH(CF ,5 
-(CH(CH 3 )) 2 -, -(CF 2 ) 2 -, ~(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 
io 3 ) 2 -&<i:); 

(2) C 2 _ 6 7)Vtr~U>m%.& -CH=CH-, -CH 2 -CH=CH-, -CH 2 -CF 
=CH-, -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH 
=CH~, -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -&£) ', 

(3) C 2 - 6 7)V*-U>(MZ-\f, ~C=C-, -CH 2 -C=C-, -CH 2 -C=C- 
15 CH 2 -CH 2 -&<i:) fciitfmfZnZo 

r r2tf©c 5 _ 8 #^^s««^*j tLxu, mtfc 5 _ 8 >^ 

1, Z-isttWOJ-Vy ; 1, 2-^PA^>l/>; 1, 
20. +vl/>;i, 4-^nA^>i/>; l, 2 ->^a^l/> ; 1 , 3 
-e/#D'V/9 L l'> ; 1, A- 3 y^u^\^V>; 3 -i/^q^-fe>- 1, 
4— Tl/> ; 3-'>^P^-fe>- 1, 2—f^>;2, S-v^n^+J- 
5?X>-1. 4-'T^>&£#^tfS*l5. ^Tt)C 5 _ 8 '>^D7;^^> 

25 

-S-, -CO-, -SO-, -S0 2 -, — NR 8 — (R 8 «|ff|3i:|WI 
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m r£$j©M»lfc</>b6©X^-+>--J ©JF3fc0.lt UTtt, 
(DC^.JWVXW^B, -CH,-, -(CH 2 ) 2 -, -(CH 2 ) 3 -, -(CH 2 ) 
4 -, -(CH 2 ) 8 -, -(CH 2 ) 6 -, -CHCH3-, -C(CH 3 ) 2 -s -(CH(CH 3 )) 
2 -, -(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -> -(CH 2 ) 3 C(CH 3 ) 2 -fc£) ; 
5 (2)C 2 _ 6 T)Wr-V>WX\S. -CH=CH-, -CH 2 -CH=CH-, -C(CH 3 ) 2 
-CH=CH-> -CH 2 -CH=CH-CH 2 -> -CH 2 -CH 2 -CH=CH-, -CH=CH- 
CH=CH-> - CH= CH- CH 2 - CH 2 - CH 2 - fc t) ; 

iS)l 2rt 7)V*~V>mX\Z, -C=C-, -CH 2 -C=C~, -CH 2 -C=C- 
CH 2 -CH 2 -fct) ; 
10 (4)'-(CH 2 ) wl 0(CH 2 ) w2 -, -(CH 2 ) wl S(CH 2 ) w2 -, 
-(CH 2 ) wl CO(CH 2 ) w2 -, -(CH 2 ) wl S0(CH 2 ) w2 ~, 
-(CH 2 ) W1 S0 2 (CH 2 ) W2 -, -(CH 2 ) wl NR 8 (CH 2 ) w2 - ; 

(5) -(CH 2 ) w3 CONR 8 (CH 2 ) w4 -, - (CH 2 ) w3 NR 8 C0(CH 2 ) w4 -, 
-(CH 2 ) w3 SO 2 NR 8 (CH 2 ) w4 -> -(CH 2 ) w3 NR 8 SO 2 (CH 2 ) w4 -> 

15 -(CH 2 ) w3 COO(CH 2 ) w4 -, -(CH 2 ) w3 OCO(CH 2 ) w4 - ; 

(6) -(CH 2 ) w5 NR 8 CONR 8b (CH 2 ) w6 - ; 

(R 8 «MBtfHlc«§;R 8b «R 8 t|Wl««^;wl^cb^w2 «0fcV>b5© 
S$C&, ^Owl+w2-d«0fcy>L5<£ ; w3*«t^w4ttOfclib40SElS:&, • 
i)YD w3+w4#0fcV*b4& ; w5£J;tf w6 ttOfcV»L 3 ©£*£, ^Ow5+ 

20 w6*»ofcv>b3ftwf) fct^«e>ti3o 

X7?^$n§ r^il©M«lfc^L6©7.^— if- J fik 
<&-(CH 2 ) wl 0(CH 2 ) w2 -, -CONR 8 -, -NR 8 CO- (B^tttWBtW* 
> -0C0-, -COO-fc£T?&*. fc^Tft), -CONH-, -NHCO-, 
- COO- fc i'WfJ L < , t D fc> W- CONH- COO- j&Jff * b V>. 

25 y-wssn* ^©s^ifcv^beox^— tJ— j «, ssidftsi/ 

<\tC 1 - 3 7)V*U>m%.te, -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -fct), 
-(CH 2 ) w3 C0NH(CH 2 ) w4 -, -(CH 2 ) w3 COO(CH 2 ) w4 - (ffiHtftSJIBtra 
fi£^T) fct'T&S. C^jTKI/X^ft -CH 2 -, - 

(CH 2 ) 2 -, -(CH 2 ) 3 -fcafct»^bV> 0 
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v>gt$Sj rmft&i ©JM*Wi:bTf!wLfc , b©* J ffl^6n5. 

5 F«f-&^iRS3f«RJ » % # £ b < te^ISC 9 fcV> b 14 <0iffi££at5$(2 

ux -oF-^fc^&o* ^Tt>^-7^i/x *y'j>&twsi 

10 v>. 

15 g^X©$cte> fllAtflfc^LBfl, 0?3;b<«l &V>b 3 fiT!**. fi 

Ar wfcff* b < u >*fctt^-7^ vy-zh%; 

R'^R^n^ r^g^bWTfccfcV^tt^J tbT 
20 14, MfBR 3 ibT^b7tfe©^.V^tl5o 

■R rttiftSSWbTViT'b.tv^toKJSSj te> #?£b<te rfii^t 

;u*;ki.<hbTte, «*tf, *3\>k x^;k yptf;k -rv^Db^k 7 

25 3Vk -fV^k sec-y^K tert-^;K ^>3\>k ' 

^tf^tis., fc^-c&^^k x^;k ^atr;k <iv?u\t)\/Uiztm*. 



WO 01/82925 



42 



PCT/JP01/03614 



ho, 5/7 a ADy>ft$nwTt>«kv»c 8 _ 6 v'^o7;WK ;\ny> 

5 7SA X^;U75A 7Pt?;P75A -TA^Pk^K/^A 7?)V7$ 
Aft£), ^-C,. 6 7W75;(^ S?jWP7-5A ^XW75A 

v^Pt^SA i?»7$;, x^M^Kr^/frt*), 
#;u#*-a ^*;w^-<;k Apyxtsnwc 1 ^ 

v> c 1 _ 6 7^;1/-^j;^-;k c 1 _ 6 7;i-p^->-*;i/#x;Kf!i, * h^v 

a> APer>'ffc$nT^TfeckViC 1 _ a 7;wwx;U3fc-;K *;P5;P75 

15 J , APy>ffc$ftWCfc C ^.TMih^WWS h\ C 1 _ 6 7 

75;^), c 1 _ 6 7;^;u-*;^x;w^^(^j, 7-th*>\ 7pav 
z. r/\py>{b$nTViT^J;ViC3_ 6 s>^P7;i/*;i/j , r/\py 
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ck^c^eT^w-^^w^ Hj <h Ltd tfria rggisswbWT 

20 *Uc4>ft< tt> 1 fl©**^**** g*®^ BSHK^fc.fctfBtSSISB 1 

<xx €M'j>, mMUx tr^u-xx tw*xx trnu-xx 

25 AWfI/M5X ^/fl/>^>> 'vH*kHnfc!U5 5>X 
1.4->?7ifAX ^7V*U~XX -fs^/'J-xx ^^tHP-r>K-;u 

75>(0<l> 1,2,5,6-T-h^bHDtfU^X 1H-' f5^/-;k 4.5-'S>b 
KU-1H-- f S*V-;k HD>f>H-;k 1,2,3,4-f h7bH 
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U X l,2,3,4-xh5fc KcKV^y U >&£)&£frW 6ft5, 
^"bt^UX fc^U^X tf^vX tfPU'XX 1,3-^7V"J 

vx ih— f5^;-;K 4,5-vtHa-iH—ra^/-;K 
K rwja**UTViT*>«fc^frSl*«*aiJ k:*W-s rg&ai thx 

\Z,M?L\Z> MIB ram»&WUTViT'bJ:Vi5feV5b7jllSBllil«75>'J 

^tt$S&> #£L<teAP^Xb£nwTfc£v>c 1 _ 6 7;Wi'(^ 

ixh^ww , 5 mo w&wsmwm , s 

. 1 _ 6 7;i/p*v'-c x _ 6 7;Mf;i/ (#sl<kj:* h*x*?mu) , c 1 _ 6 7;i/P 
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«3^fe^4^> mmmitE^mi^^. mmz\t, xf^fp^ 

5 X/[gMV*/UX xF5fcFP^X/[b][l,6]T7xU~7X rh^t 
FP^X/Mn.TjT^xUv'X xh^hKntfU H[4,3-g]^y U>> T" 
F^fcFPEU F[3,4-g]*/ «J>, xF^fcFPtfU H [3,4-gH 7*/ U 
X xF^kFPkfU F[3,4-g]3V*1tUX xh^kFPlfU H [3, 4-b] 
*/*U-UX rh7kFnlfiJF[4,3-b][l,5]t75 1 'J^X fb7tF 

10 PtfU H[3,4-b][l,5]^75 1 U^X xF^tiFPtfU F [3,4-g]*r7U X 
xF^tFPtrU F[3,4-g]7*5>>X T-h^tKP^7h[2,3-d]7iftr 
X fh7t FPT-feftfy [4,5-gH73V UX xh^tiFPTift!/ 
[4,5-b]+;'JX xh^kFPTiftr/ [4,5-b] + y^UX fF7kF 
P 7i? tf J [4, 5-g] * 7 =Hf U X -r F 7 1: F P 7# tf 7 [4, 5-b] [1 , 5] T 7x 

15 Uv>X xh7hFP7iftf7 [4,5-g]7^^v>, ^*-y-bFPT7F 

[2,3-d]7^», ^*1tt:FP77W [4,5-b]*/UX T"F^b FP-]3 
-*MU>, T-F^hFPtrU F.[4,3-bH>F-;k xF^kFPtfPP 
[3,2-gH7*y UX xF5-bFPtfPP[2,3-g]-l'y^y UX fh7k 
FPtTU F[3,4-b]77Uv : >> x F 7 1 FP tTU F [3, 4-b] 7xtv>>&£ 

20 ^itfens. &^T<fe, xF^kFP^X/ [b] [1,6]t7xU'7X&£ 

«j thru, mm mmm^vx^xh^^t^Li mmrnvtr* 
25 &mt\u^$m, $f^b<«i^v^3jST*^o iisi^2i£(± 
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j£ (I) T^^n^b^Wa^, X^X 1 [XH3C0NR 8 , NR 8 C0 (R 8 tt 

Tfc £V> C ^eT^^U-^^fc^ AD^>'fk^nWTt>«tVJ C ,. 6 7 
j^^XJ^-J^^t) > oco *fctt COO ftST] (fcfcU 
5 X'^CONR (Rtt**flf^*fcttC ^eTiWI/Sr^T) Ar W\ 

*JC0NHT?*5i*, Ar liTJ^Jk 7JVa+v^<k^ny^6I«n5 
10 ^ >"M )V7 5 J - V* U < , X 1 # COO T & § £ # Ar 1 MWlM £ 

mLT^Tb&^wm&rtz^o ) 7?*5{b-&«, Ttztott (r) 

15 fc£V> C ^flT^P-^^fcJK AayMt^nt^Tfed:^ C X - % T)V 

20 3. 

4'-7 a P-N-[6-[(N, N-^^^;U75 ^) *W]-2-j"7?M [1, 1' -If 
4' -7 D P-N-[6-(l-tf P U v?n;M^;U)-2-^7^;i/] [1, l'-hf 7x~ 
25 4'-^nD-N-[6-(l-t?^U^-;M^;W-2-^7^][l,l*-lf7x- 

;i/]-4-#;i^*tf-5 H ; 

N-(4-^D ; E7x-jW-6-[^^W5y)^5 : JW-2-t7 h7^ F ; 
N- (4'-7 P P [1 , l'-bf 7 x-;w -4--r ;w -6- [ (N, N-7* s;)^ 
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4 , -^aa-N-[2-[(N,H-^5 t ;i/75/)^^;W-6-*>"Jn^] [l.T-tf 
4' -7 p-n- [2- a - tr n u 9-M -6-* / u [i . f -£7 x 
5 4' -7 □ n-N-[2-(i-krn U ~7-;M^;i/)-6-*y u-n;W [l, l' -tf7xn 

4 , -7;u^-o-N-[2-ci-t!^Uv ? -;i/^^;u)-6-4 i y un;w [i,r-t*7x 

4' -7 a n-N- [2- (1- tf ^ U v-JM W -6-* / U ~M [1, l'-k'7xz 
10 ;M-4-;fr;Hfc*U"3 h* ; 

6- (4-7 )V* P 7 x n;W -N- [6- (1- tr P U S^P^WW -2-^7^;H 
>75 H ; 

6- (4-7 P P 7 x n; W -N- [6- (1 - 1! P U i?-)V * V) - 2-± 7 ?M - P ^ > 
73 K; 

15 6- (4-* ^;i/7 x pj W -N- [6- (l- 1! a U 5?=;V* 7 3MW - p ? > 

72. H ; 

. 6- (4-7Mn7x^JV) -N- [6- ?)V7 5 /) ^^;W -2-^79MW -P 
^>73 H ; 

6- (4-7 P P 7 x " ; W -N- [6- [ ( 5?* 5 J ) * -2-± y^M - P 5f 
20 >73F; 

6- (4-^ ^;U7 x n;w -n- [6- [ (^^;U7 5 J ) ;* 3\>W -2-t7f;Wn3f 

>75F; 

4-(4-7;i/^P7x-JW- N-[6-(l-tfP'J> 5 P.;U^5 1 ;i/)-2-^7^;W-l-tf 
25 4- (4-* h+5/7xn;W- N-[6-(l-tfP U ^)V^)V)-2-^y^)V]-\-\f 

4- (4-* ^;i/7xn;i/) - n- [6- a- tr p u y-;M?jw -z-i-yf-M -i- tr * 
4- (4-^ ^;U7 x - n- [6- [ ^;P7 s y ) * j-m -i-yyj-M - i - tf 
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6- (4-7 m u 7 i-;w -N- [2- a- tf n u ~7~;m -8-* J u - ~ 3 

^>7S H ; 

6-(Hnu7i =y W -N- [2- (l - M u U 5P;W -6-4- / U W n p =f 

5 >75F; 

6-(4-7;M-o 7xPJU) -N- [2- [(-77 3^7 5 7) 73MU -6-* 7 U -JU] =. 

6- (4-i/na 7 xn;W -N- [2- jWP7 5 7)7 -6-+ 7 U -)V\ 
. 5P775 H ; 

10 4-(4-7^^-P7x-;w-N-[2-(i-tfnU v-;u^^;W-6-^/ u-;w-i- 
4- (4-7 a n 7 x -N- [2- (l-tfo U Vz^frtJ-M -6-* 7 U -1-tT 
4- (4-7;i/^- □ 7 xn;w -n- [2- [ (-77 9M1/7 5 7 ) j*^;W -6-* 7 U -M - 

4- (4-7 P P 7 x-JW -N- [2- [ (P* 5 7)7 ^;W-6-* 7 U 

6- u-7)v* p 7 x pjw -N- [7- (i-tfp u s^msmw -3-^ 7 u ~ 3 

^775 H ; 

20 6- (4-7 P P 7 x -N- [7- [ (-77 ?)V7 5 7 ) 7 ?M -3-* 7 U -P 
5P775 H ; 

4- (4-7 )V* P 7 x n;W -N- [7- (1-tfP 'J S?_;M ?)V) -3-* 7 U -1 - 

4- (4-7 P P 7 i-JW -N-[7- [(-77 ^1/75 7)7 -3-+ 7 U ~;W -1- 
25 ^U^>*;W#*1J-5H;. 

4'-7pp- N-[7-[(v7^;i/75 y)7^;w-3-^y u~;w [i, r-t*7i- 

4" -7)VlTU- N-[7-(l-tfP 'J V-JV'tf-JV)-*-*; U [l. I' -tf7x- 
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5- (4-7 □ a 7 x -N- [6- [ * 5 / ) * 3-M -2- hf 

5- (4- 7;U* □ 7 x-;W -N- [6- (1 - tf D U v^M ^JW -2-^ 7^;W -2- fcf 

5 4'-7;U^P-N-[6-[[4-(4-^ h^v^x^JW-l-fcf^U v*~JW ^^~)V]-2- 

4' -7 □ P-N-[6-[[4-(4-* F^>7x~;i/)-l-t?^U s?:i;M ^^;u]-2-^ 
7^;W [l. i'-t?7xn;W-4-^;i/^it5 F ; 

4'-* h*v-N-[6-[[4-(4-* h+y7i-JW-l-H^U^iH^fJW-2- 
10 3-73MW [l,l'-k'7z^H-HM^5 F ; 

N-[6-[[4-(4-* h**>7x~;i/)-l-tMD y^V]^fJW-2-t7?jH-4'- 

^WKi. r - tf 7 x^;w -4-#;w?*u- 5 f ; 

i'-7)V*U -N- [6- [ [4- (4-7 m □ 7 x -1-tf^U i?~M * -2- 

^-7^;w [i,r-tf7xz:;w-4-*;V^-y-5 F ; 
15 4' -7 p p-n- [6- [ [4- (4-7 Md7i n; W -l- tf ^ u * -2-^- 
7^;W[i,i'-tr7x-;w-4-^;i/#^-y-5 F ; 

. N-[6-[[4-(4-7;i/^P7xriJW-l-lf^U^ri;i']y5 1 ;i/3-2-^7^;W-4'- 

* h*Mu'-£7x-;W-4-#;M^if5 F ; 

N- [6- [[4- (4-7;i/^P 7 x -1- tf^ 'Jy-JW * -2-^-7^;W -4' - 

20 y^;u[i, r-tf7xn;w-4-*;w*^*3 F ; 

4" -7 P -N- [6- [ [4- (4-* 3=^7 x -1 - tf^ U V-JW * ^ W -2-± 
7^;W[l,i'-tf7xzi;i/]-4-^jU^1tS F ; 

4' -7 PP-N- [6- [ [4- (4-* 3MU7 x-jl/) -1 - U S^M ;* -l-T 7 
?\>W [1, l'-t7i-JW-^J^t5 F ; 

25 N-[6-[[4-(4-^^;u7x^;W-i-tf^>j-7n;i/]y^;H-2-^7^;W-4 , -y 
r-t*7xn;i/]-4-*;i/^lt5 F ; 

4' fW- [6- [[4- (4-* 3^7 i-JH -1- tf ^ U * ?MW -2-^-7 

[1, l'-hT7x-;W-4-*;i/^U-5 F ; 
N- [6- [ t4- (4- 1 F p * v 7 x -1-fcT^U s?n;W ;* 5 1 ; W -2-3- 7 5 1 ; W - 
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N- [6- [[4- (4-7 5 j 7x~;i/)-i-tMU 5>r;M ^^;W-2-^7^;w]-4' 
^y[l,l'-l:7x-JW-4-AMW5F; 

4'-^ h + v-n- [6- [ [4- (4-- h d 7 x-ju) -l - tr^ u * -2-i- 

N- [6- [ [4- (4-7 D □ 7 x njW -1- tf ^ U i?~M * 9M 7 9") W -4' - * 

h^'>[i,r-if7x-;u]-4-*;^W5 H ; 
6-(4-7;i/^-D7xn;i/)-N-[6-[[4-(4-^ h^>7x-;i/)-i-tf^u v^W 

^5 1 ;W-2-^-7?;H^^5 1 >7$H ; 
10 6-(4-7PP7xn;W-N-[6-[[4-(4-^ \**5/7x.~)V)-l-\£lVi?-M* 

6-<4-* h^^7x-;i/)-N-[6-[[4-(4-^ h*^7x-j|/)-l-^'J^-;H 

N- [6- [ [4- (4- ^ h * > 7 x - i W -1- tWJ y^JW * ^; W -2-:h 7 3^ W - 6- 
15 (4-pWU7x~;W-3 5f >75 F .; 

6-(4-7 )V*U 7 x-JW -N- [6- [[4- (4-^^7i-JV)-l-^ U P-M * 
^;W-2-^7^;Wri3^>75 F ; 

6- (4-7 P P 7 x n;U) -N- [6- [ [4- (4-/^l/7x^l/)-l-^ U 5>=; W * ^ 
;H-2-t7fJl/]^f>75 H ; 
20 6- (4-* h^^7xn;i/)-N-[6-[[4-(4-^^7x-;i/)-i-k!^U-7n;U]^ 
5 1 ;W-2-±75 1 ;U]-P^>7$ h* ; 

6- (4-* 9)V 7 x n;W -N- [6- [ [4- njU) -1 - tf^ U v>- J W ^ ^ 

;W-2-±7^;W-n^>7$ H ; 

6- (4- 7 ;M" P 7 x n; W -N- [6- [ [4- (4- 7 ^ P 7 x - 1 - 1? ^ U 
25 ^^;H-2-^7?;W^p^>75 H ; 

6- (4-7 P P 7 x - ; V) -N- [6- [ [4- (4- 7 P 7 x " ; U) - 1- tf ^ U * 
?;i/]-2-^-75 1 ;W-P5 t >75 H ; 

n- [6- [ [4- (4-7 md7i -l- tf ^ u $?=;u * w -2-^- 73S> W -6- 
(4-* h^ri/7x-;Wnn5 1 >75 h* ; 
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N- [6- [ [4- (4-7;M-D 7 x -)V) -1-tf^'J V-)V\ -2-± 7 ?)V\ -6- 

^^;p]-2-^-7^;i/3-i-bf^'j H ; 

5 4-(4-7 0D7xr.;i/)-N-[6-[[4-(4-^ h^'>7i^)-l-^'J^Jl/]^ 

^;u]-2-^-75 1 ;w-i-fcf^U'7>*;i/^ita h ; 

4 _(4_^ fs^->7x-JW-N-[6-[[4-(4-^ h^v7xn;U)-l-tf^U 

^^;w-2-^-7^;w-i-t!^u^>*;uW-ti-s H ; 

N- [6- [ [4- (4-^ h +y7 x ~ )V) -1- tT^ >J * ^M~2-±y^M -4- 

10 ,(4-^^7i^W-l-H^'Jy>^WW5 F ; 

4- (4-7 )V* U7x.-)l) -N- [6- [ [4- (4-^ 5^ 7 x ~M -1 - tf ^ U $>~)V1 * 

^;w-2-^-7^;w-i-tf^u -7>*;i/^-y-5 h ; 

4- (4-7 P □ 7 x-;i/) -N- [6- [ [4- (4-* 5^7 x -)V) v^W ^ 
;i/]-2-^-75 L ;W-l-tf^U> ? >^^^itS K ; 
15 4-(4-* h^->7xr.;W-N-[6-[[4-(4-^9 1 ;i/7xn;w-i-t!^'J-7n;i/]^ 

4- (4-^ 3^7 izjv) -N- [6- [ [4- (4-* ^;i/7 x -i-tf^u -7n;w ^ ^ 
;w-2-^-7^;w-i-t!^u> ? >*;i'^-9-5 H ; 

4-(4-7;^P7xn;i/)-N-[6-[[4-(4-7;^n7x-;i/)-l-t!^U'7n;i/] 

20 ^5 1 ;w-2-±75 1 ;w-i-tr^Uv>^;i/^^5 H ; 

4- (4-7 D D 7 x ~)V) -N- [6-[[4-(4-7MP7i^)-l- U * 

^;w-2-^-75 1 ;w-i-t!^u> 5 >73;^^5 h ; 

N- [6- [ [4- (4-7;U^P 7 xrjl/) -1- tf ^ U V-M * -l-^TM -4- 

(4-* h^->7x-;i/)-i-tf^u> ? >*;i/^^5 h ; 

25 N- [6- [ [4- (4-7 m a 7 x n;W -1- tf ^ U 5?=;W * -2-^- 7 -4- 
(4-^^7xn;i/)-l-tf^U-7>*;i/^1t5 F ; 

N- [6- [ [4- (4-7 P P 7 x-;i/) -1- tf ^ U ^-JW * S^W "2-^7 -4-(4- 

7;u^-P7xn;u)-i-tf^u v>*;i/^+t-5 H ; 

.4- (4-7 P P 7 xr.;|/) -N- [6- [ [4- (4- 7 P P 7 x V-M * 9 
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;i/]-2-^-7^JW-l-tf^U> ? >^;U#^it5 H ; 

N-[6-[[4-(4-^an7x-;u)-i-tf^u> ? ^;W^5 1 ;u]-2-^7^;w-4-(4- 
y h*v7xx;i/)-l-t!^U v>*;U^if5 H ; 
n- [6- [[4- (4-7 n p 7x-;w-i-i^u $>r;W p<^;W-2-^-75 1 ;W-4-(4- 
5 ^^;i/7x-;i/)-i-tr^u^>^;^W5 H„ 

(i) (io v>m.tbTt$> 09 mm^tcDm., ?y 

^-7 Alt, %mi&&t<DM. IllWi^ i&Stt£fcte: 

Wl^*^^W»Mi:bT«, fljfcfcf* h'jy^KFSX bUx 
15 HJX*/-;V75X ->*y^Q^^7$X N,N-^>^X^l/> 

20 ft, >>3.7m> ffiEft, vW>», #x>^, 3A#Bk U> 

=ffit **>;ui'*>ft* l>l£>7>M>m* p-h;Ux>*;M*>ftfc£ 

25 WAtf, 7XA7*>ft> 7>75>Mft£<h©m#W£n5 0 

» (i) (r) tt. ittf ISW^S^ ■Jill^J^.H 
^-hU7A^ #u£Aafc£)* 7;w*u±*i4feM*(fi*wr. #;i^>7a 

& Y^y-^At, A*U7A&ftm£©»>£. 7>*x7Aitft££ 
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mfiuLx^xb^o *&, (i) &tc\z (io satt^tig* 

- WKn>;ui^>$^ #x>8l&, fixate £©****J*JfckW 

5 Xh&^o 

(i) (r) (OT, *8Hfli^i:lMBrsc:fcj&***) 
tt, *»#©^fnT*oTfcJ:K 7K?0t?©^-&, 0. 5 T^^U 3 

10 £ftWCt><fcV>. 

#SggHfc#»#, ^Sttfls »tt#^ 

a, ^^stt^j^+M^sfflvss, &ft\t* *K*©^-fe 5 frosts 

M> (+)-$B5Bt (-) -151, W-l-7xW7SX (-)-l-7 
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ftM?Z>%&o m»07h^77^«, ENANTIO— 0VM(1 — V— 

mrnxu. -f v^d;v-;k 7-fehxMj;k 

b;7^7^-©J§£\ CP-Chirasil-DeX CB(v>-x;HM X>7.£:S!0ft<H 

#3!BJte£«#TO£h FP^>£fcte 1, 2 $75 / £WlT&i§-S\ » 
15 . -&^i^^ttMW(m^ MTPA la-* h*y-a-(bU7J^D 

i^si475 >^7t«7;i/n-;HiJ:«iM^ra^#-rc: fcfc«kt)* * 
20 n^*n7a h*#:^^«xxT;w©> f 77>7 : -]/^T--^#e>ni), #$t£n 

Wtz, na*jmm&mz\sTtt&® do c^tsft^, nafe^jcto 

Jn*iHIW:£fti(SC:bTflS^« (10 fcJWbf ft^to (10 

v /uWtikztitzfcGm w, K&m (io OT^/x^x-r^/^wb, 
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fcSttfc-ffr&ttfci*] ;<b£tt (10 07KBI*^7">;Wb, TJ^JWk, 0 
5 AJMb, S5^b$tifc{b^ (^ (r) <Dimm % 7^Mt. 
/W5W;wb, -fans 4 Mb* t?/WJWb, i*-^>x;wb, 7tu;p 
{b, 7?x;wb, ^^^;i/75y^^JU*;^-;Wb$n^b^ti^t*) ; 
{b£# (r) ©*;p^^S^xxx;Wb> 7^ Mbsnfrfb'&ft rj&K 
{b^* (io ©*;w^^^;pa^x^;uxxx;wb, 7xx;i.xx-r;Wb, 
io *;p^->/^;vxxT-;Wb, ^/wsy^fji^x^rJHb, eap-t 
^^pwuxjwwb, x h^-/^j^-j^*^xfjnxfMk, 

7^Ub;HX« (5-^^-2-^7-1, 3-^VU> 

15 {b-a-t/^g^^cD^stctoT^b^ do frt>mm-z>z.ttfi?%2> B 
-fb^tt do ®^oH7i/^t £;n#m 9 9 o^fiJ rgigfto 

Wft#TYb^* (10 ilWSfeO^ott)^^. 

K*Mb-&*a:bTfflvi&n*fls^* (io &^ (xiii) , Q&m 

(ivo , *b-&#j (ma) , ikG® (nib) , due) , (Hid) , 
ib£t» (i i if) , dim) . <b-&* (i in) ^n^m&tLxm 

25 ^TfeiK CO«fc5*tttLTtt» Sdl3l/fc<b-&% (I) (10 0 

TIB© [«3taa]'fcv>b [«jttt7] fcfcwr, 7;wwbKJ£> » 
#$£jfc> 7^;W, xxfJWbKfo 7SHb£j&, x*f;WbEj&, 
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fi-yZ 77^->atil/ 9)\r-~f ^W1l/-^>3 >X (ORGAN 
IC FUNCTIONAL GROUP PREPARATIONS) I 
2)&, 7*x5^^^l/X|fc (ACADEMI C PRESS, INC.) 
5 19 8.9^fJ ; □>yj / \>> / ^ • v£ • h7>X7t'-^—>3 

> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

[gg&& i ] 

^ (I) H*5V>TX^-(CH 2 ) W 3C0NR 8B (CH 2 ) w4 -T^§{b^ (la) 
10 te, #l7lktFfB7$ Ht£^;:J:^T$!j££n3o 

f . /-.. 

Ar -(CHj) w3 — COOH + HN — (CHj)i»4 — Ar — Y— 



£ ; ^©ft&©iE#riMI3£l*l&£&&^T] 

' 15 w. rApy>flssnwTt>J:ViC 1 _ 6 7;wi/j turn mib tm^s 

ft r^S HftEJfcr Ictt. TIB© rK*«^a*^Vi*^tfej t W)btf 

20 i) Jtt7K«^J*fflViS^ft 

{t£$i(iiih ifcv>l/6*a*c!>flj&*KU)* £<ktf i&v>b2Sft©jK;jc 

*«ttM4'T£/&£i±£o ifrglO£b> 1 fcV*b 1.5 ^g© 1- 
h HP*^>Vh l J77-)KH0BT)*5 < J:a?(^^«)Mj«a^V>U 5 ^S© 



(II) 



(III) 



A r — (CHj) W 3 — CON — (CH 2 ) w4 — Ar — Y— N 
(la) : . ••. 
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m m&ffi&Ml tLXit, m^J : y^u^iy)Vti)Vt^M^ K(DCC), 
\-jL^)V-*-il-i?*^)V7^J7u\f.)V)t))Vjr^J'i 5 H MMSC) 
&£frW£>n£. fcfrTh WSC jfift& U>. 
5 r^ttMJ <h L/T(i, 00*. t£ - h U )P*»HE (£? £ L < &7ir h x b 
U ;W , 75 PUMt (8F£ 1/ < DMF) , ;\oy* >ft Wb***«F»Qff * t . 
< DD^^», X-x;Wfc*tt(ff £ b < THF) fc£j&i#tf&*l5. 

U^tfA, **^hU»^A, **fl2*UC7A, 7jc^b#Jl/~>£A&£) , 

bU£A73h\ U^^7A^V^Dtf;V75 b\ U^tfA 5^0^*3/ 
;i/75H, U^tfA^+tfjWI'S^^F, ^bU^A^lf^l/v^ 
15 7>>b\ #U.£A^*i**? 1 ;l'5>5'75>Hfc£) , 7;l/*'J^«*fctt7JV' 
#U±«£«©ffi»7^3*5/l* <09» ^bU^A^b^F, ^-hU^A 
ih^/F, #U#A ter t Ffc£) fc£©3M6*; • 

2) 09&fe& 7;V*U^JR*fctt7Jl/*U±^JRO'*BIYb« (0»U tK^ 
rttf-hU£A, zK®«U£A\ 7jc^bU^A, #*fc/tU£Afc2) , 

20 7;^ U &JB£fc«7;i/# U ±*^*©»Bt* (09, b U A, £B& 
#UtfA, ISfflHiS'tfAfcg) , 7JP*U^JR*fc»7;W*U±^JROK 
SK**& (R fttt**^hU^A, fBBfoMfc&U^Afc^) &£©«& 

& ; 

3) h'jx^;i/75>, 5^-<y^Dtf;i/x5 L ;i/75X 

25 JWJX ^^WKTS/ lfU5», DBU (1, 8 - v71f tfi^D 
C5. 4. 03 -»fX-7-X» , DBN (1, 5-5^7lflf5'^P C4. 
3. 03 y>-5-X» ft£©75>ii;09;U£tfU5?>, -T5^V-;k 
2, 6 -;i/5 1 5?>fe£©4SSttfi*a!ft^«i^t*©^r«*ftSJ5:^^W t &n 
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jg^&astt, ansa (ofcv>u3ot:, &rfmm) t&s., 

WttflO 24 HSIHJT**. 

<fc^(II)©E«tt»*#£ 1 5 S»($fSL<« 1 &<Ab 3 1ft) 

10 b\ kt*p$ F&a, <*i, c l _ 6 7;wi/-*;^>m, c 6 _ 

15 K r«jftat*wbTViT , b<J;v»7iy-;pj tafctt* rfi^j tbxtt, 
pyxb^nx w&<kvi c 1 _ 6 7;i/*;k AP$*>{b$ttTvvrfc«kv> c 1 

20 Tfc.j;vic 1 _ 6 7;m^vj tbx«, tine m&m&mvT^Tb^myt 
mm, 3jmm%®m> -hvmmm, 7s.\*%®m> * v >mmt* 

ig£-LT'/BWrt>«fcV>. fcfrTfe, 7irhnhU;K THF, S^bd** 
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. m% 5 5j-m*v»b 40 mm, #*b<» i is rust**. 

<b-&«(in)ttx a 

R 8 * 

I — N— (CHj) W 4 — Ar — Y— 

(Ilia) \ """/ 

io Kt, W &7S /So««S*» ^©^©IB^teWiBtTOi^f 

s. 

15 fc;K0ik * h3r5o&;M*x;k xb^i/*JH-)K tert-^h^>^;i/ 

j^zMa^ c 7 _ 14 79^;u^v-*^^;K^Js ^>^;w^-> 

20 IfJPi/UM ^/^I/7iz;i/y'JiK tert-y^;P5?^^^U;K tert 
-^JVylfJl/y'JMH), C 2 _ 6 7;i^rx;M#K l-7U;i>fc2)fc£** 
fflViSn*. CinC)©a«s 1 3 I©ADy>Hf (0K 7y», 

3"?Sfft£)> C 1 _ 6 7;U3^'>(^ Xh^v, T'D^MrS' 

25 M0IM«s $*fcftb£%(IIIa)^ » #Wb7jcjfc 

3 7iis ifla^*K^)*oii*fctt7;p*u^*7Kls<b«(WAMWc 
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ffl*tt-fb'&*(IIIa)K*fbTa*l 100 MS*> £?£L<tel fcV*L 40 

5 *lXttl£j£fcV>L12fcjre**. R*WH«tta#0.5I^W»:V^48«F 
M, ft * 1/ < »4 1 BWfcV* U 24 Bf WT» i>» 

io L2oo*c, ft&LKteoximiv m°c\z&&Tz>zt\z£y?f5zthX'% 

Z>o «W*Bt©^fflfittft'&«r(IIIa)fc^LTl&V»blOOaa, £?£L< 
ttl fcV>U 40 SfiT?*S. 

£&M^£JSfc#T £ J: 0 ff 5 H t t>T#S. 

fc£4&(IIIa)«u £ 
I 

W— N— (CH 2 )w4— Ar— Y— L 
(1Mb) 

/"'■•■■•■. 

H 

X R 2 ...-" 
(UN) 
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10 T i bJ:^C 6 _ 10 7U-;i/7 > ;l/*^^>'J ®JUWIi:l/C«* ^>i?>X 

ji^-j^^x p-h;i/x>x;i^x;M-*:k l -^^i^xjl^x 

Apyxt^TK^^w, ^h'JMW, 7$mmm> 

N-^^;P*JPA75H (DMF) > 7-fehX x*/-;k fcTUS>>fc 

<&&*<iiii)©#ya»i, fc^fcKiiiwicafu i m%mr& 

25 KfoU£\t®-2 0t;fcV*L2 0 Ot:>ff*L/<ttSffl^ViU100t:'T?**. 
SlKllHd 0!l>tfc8!& 0.5 RW&^L 1 HT&So 

i^zMtT-HJ^ ft«7K**U9A, HJx^;k75X fcf U 
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m.mv>mmk£i®(iub)izms. o. 1 rn^v 100 a*, 

ft^teoiib) ram^ 
I 

W— N— (CH 2 ) w4 — Ar — Y-OH 

C ■ 1 1 

5 

fb£#> (i i ib) fc^T, l f)V\ >4k% ti wb «t v> c ! _ 6 7;mp;m 

- -> £fc ttfiiftS*#L WT «fc C 6 _ ! o 7 U -)VX)V&~)1> 
io ^^T&<Mb£-#/«, fb£#7 (I I.Ih) *'zk%\<D7 z/Mkfrfelzttt £ifc«k 

2rt*<5i:£fc«kDfrsfott*. 

r^fiH4»iHEj £LTte> i-TiHW, AP^Xb^bTKH 

20 SJS^m«-20t:^ViL 200T:, $F&L<«0 , C&^U 100lCe*S. S^flt 
IDtt 0. 1 H*WttVi L/ 48 mm. £F£ L < tt 1 &V> L 24 P#fUjT?c&£. 

^j^tf/NP^>-fbS>j*fflV5TfTfcn*. t/\ny>iMtbT 

25 te\ mMttt-JW P U b\ ft-J^DS h\ =£fbU >, S&ft'J X 
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2761 0992)fe£k:BBa©5iS*4VittcnK:*1'*R«lc#T!itlcJ:oT 

- h u ;w & znmmifim ^ ens. 

<b-&* (I I ih) SB*©x*5r;wfc;*tt 0 1 id) &&fci©«7Gi* fc«fc D Stc 
10 Wcfcfc«koT»iSTS£:£#T!**. MTcfetbTfi, ^J^^Mtc^'J (09; 

^©*Ss(«^LKf, v^-^ ^ ^x^^l^XhU- 34^ 
15 3212 (1991), ^^-^ ^ ^f-f W^5XhU-» 35 , 2761 
(1992)fc£)fcJ:D> N-**+K K»$t^uttiJ:^TfiI^ut 

WIB{b^« (ii i i) wu g#&*n©;££ fc «k 0 «ifi*r * - 
20 fb£tt(nia)iau s 

I 

IN — N— (CH 2 )w4 — Ar— R^ — CO— 
(I Mc) 

K^, R 9a «ii-&M^Aay>'fb$nwT 5 fe«kVi 2fifi©c 

25 ^ft(llli)t*SlS*-&*^ttJ;«3T«jjli-r*Ci:t)-C*S. 

r/Npy>ftsnwTfe«fcv»2iiii©c 1 _ B *i!KUStft7K**j £ 
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5 ftsnT^tfei^c a _ 6 7;u*;i/Xj ©a^ ft**i&v>b5©t>©jwii 
io r^ttiij £lt&> mutt, 7)vu-m®m x~x;v&«, 

ADy>^«^W> »S»^»«E, -HJ;P**«S, 7ah*««> 

TfflwbO;^. fc#T?t>» x*/-;k sss^iWttK 

15' *C7^hU^A, isT/ttfc*VX*bVV&ii£ifim*$nZo M5t 
KJ&iMEtt, 31t^20t:^Vib 150r> #£b<&20&^M00 , CT&3o 

20 ^>XJH>tei'0#« ; M , 

^wsn*. ^©ffifflfi^ &*&©«£ o.oi ins&^Lo.i mm* mm 
Moms o. oi attain ioo ^fi**Vitt««ifiT»s. 

fb&^J (I I Ic) ifiS^* (II Ih) *4M0©»flSK«lCftrc ifCJ; DM 
<b^(IIIc)tt«©X^x;Wb^(IIId)^e, Grignarrdtt*, 
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R 8a 

I 

W — N — (CH 2 )w4 ~^~Ar — R»a — COO — R 9b 
5 (Hid) 

^©Me-st rate t mm *mt] -c^^ tit^m (mot*, 

^tl(IIIa)tt, 5£ 

R 8a 
I 

W — N— (CH 2 ) W 4 — Ar — CH 3 
(I I If) 

s\^ay-i?)l7~ 22, 195 (1984)& ^KHB«O*a0fc± Olt^ >fl?fr* 
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& b tz* 2 m%n?& zm&o -co- <D®m&& avmvk* ? v >mz^ 

5 

fcf, 6-75 J -2-1-7 $V>jl)V-$ym*?-)\'JLX'r)V J P 5-75 7-2-^7^ 
■ UytiMymt^JlttT-Mt* WO 98/43953 &<^ISfc©;&&k:J;9tSjg 

10 ^ne>75y^7^i/>*;i/^>^^ ^t-s^7^i/>v#;i^> 

^X7T7Wi£, #J;U£ IP 06107599 ^iffcfEicO^fc^O^y X7x 
Jl/mfciDTK^b, £jfcLfc'#J^>BHK£, M;Uiv>-^ ^7* * 

-#Xy7^57 60 ; 4412 (1995), >T^ft)V 77"?->a- 

T"f.#^ 7V;*X 35, 2698 (m7)fcE\ZBWi<DJx.}fo\ZtttZt\Z&K)m 
15 }6T&<:tt>T#£, 

6-75/-2-*^;i^7U>W:, #UT-7V*>, 42 , 175 (1999), 
yt-tJl' *7 t-^«^^57h'J- 28^ 1753 (1963), v?^- 
^ *7* ^r5^;i/VlJ-X7<- C, 829 (1970)&££!S*£©:£i£t>L 

±IH r^;i/^v<D^14M«#^V^^j ^:Ar 1 -(CH 2 ) w3 

-so 2 oh (^*©is^«t&iBt^i:«^^-r) T«£n&7;u*>m, £ 
: Ar j -(ch 2 ) w3 -sooh ttwrn^temmtrnMrn**?) T?S 

25 ;i/7^>75 HM^#^3gT^>^-&t%Ml:t^o 

5£ (I) {C^^TX^-(CH 2 ) w3 CO0(CH 2 ) w4 -Tfe^^-a-tf (lb) te, 
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Ar — <CHj) w3 — COOH + H0-(CH 2 )w4 — Ar— Y— N 
(10 (IV) i \ 



v.; 



Ar — (CH t )»3 —COO — (CH 2 ) W 4 — A r — Y— N 



(lb) 




10 XhU««> 7SH*»«, irh 

r^sj tuna, $mtm&<D%<Difim\t*t>nz. £p£b< 

15 • tt, #*fltf-HJ#/^ «K*U*A. K^hU^A, *gHb:M-U*A, 
20 fc-&»(IV)tt, a#4MDO*tt, #J*.fc?W09838156 Ki«0*S*«^tt 



[«ifi»3] 
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5£ (I) n*5ViTX^-(CH 2 ) wl o(CH 2 ) w2 -Tab§/fb^ti (i c) \t. m 



5 K4>©fE^«ifie^|p|E«^T] 

(IV) £m&^L5^S (£fi;L<tel&^U2l$*) CD^t) 

10 JWn»J>* KUS»fc£T**. 

&&<Dmmmu, isi^i (v) »lt^i^l5^*«s. 

r?R£14i«l fcUTtt, 01*. If, T^n-Jl^M, X-xJU^M, 

/\u^>immmmm> %mmmm, -hvmwm* r^mmm, 

15 £k±*&'M.<Dm'&r*MGlsT%^Th^\ tzfrHh. 7±h-hV)V* N, 
N-y^mW$ H (DMF) > 7-feb>> X9J—)V* fcMJ5>>fc 

2 or^^b loot, ff*u<ttaafevjb8 o*c-e* 

&o EJfcftlHJfck 09*.lf*9O. BT»*. 



Ar — (CH 2 ) w1 — L 



+ HO-(CH 2 )w2 — Ar— Y— N 




Ar — (CH 2 )„i 0 — (CH 2 )w2 — Ar— Y— N 

(lc) \ \ 




B^MSJfoTkt te^ft (V) £ 0. 5 b 5 ^*(^*L < it 1 &V>L 1. 5 
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^Xh^o UftT-h, 7-fcb-blUk ^DD^X /7DP^;i/A^ 
Mt 5 L 40 Pm L < 1 & L 18 lWe&& 0 

15 5S (I) }3^^TX^-(CH 2 ) w3 NR 8a C0(CH 2 ) w4 -T^S^#l (Id) 
(75 HftEJfc) 

R 8a R 1 --.. 

Ar 1 -(CH 2 ) w3 -NH + H00C-(CH 2 )w4 — Ar— V-N^ ? } 
(VI) (VII) [ ".. 

'• • 

R ,a R 1... 

- Ar 1 — (CH f )»3 NCO (CH 2 ) W 4— A""— Y— ^ ) 

(Id) \ \ *: • "' 
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cn\zm-fz%&\z& r> nits z. 

i / R \ 

Ar'-CCH^s— NH 2 T N-(CH 2 )w6 -Ar-Y-N^ 2 ; (, X ) 

X \ k I " 

6 

► A r 1 — (CH 2 ) W 5 — NHCON (CH 2 ) w6 Ar -Y N ( j (|e) 



fc&toiW 1 1 &v*L 5 y$*flff£b< (i l 5 (vni) 

rm»j tutu iwatw#©'b©*iffl^6*i*. K&*«> £f£b< 

«, *»*U^A, bk^HJ^A, *«fltf-HJ»>2^ TkBMbaUtfA, 

;NP^MbiSMb**»»j», -h'jMm 7s.mmm, 

MF, 7-feH>> x*y-Jk fcru^V&gjWfSU*. 
T&3o £J&P#M«> flMtfiflSO. 5igftg&^bl 
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tt&m (vi 1 1) *3.krWfr&tt (ix) a, g#&*a©#&c£ d sit^'^i^ 
-Ar 3 ) -z%%tt&m (if) «> WAJarfE7U~;i/*y^u>^K*ic 

Ar'-B-L 1 + l 2 — Ar 3 — X— Ar— Y-N(^ z : ( X |) 



Ar— Ar— X— Ar— Y — (If) 

io Ar 2 ££tfAr 3 te, *n*n«ft*«*bTV^T*>J:VJJ|«ie0!r* 

Sltfclii^ffM^ ; L Hit KP*3/**Vi« c^.TKM ; L 2 

Ar 2 &£tf Ar 3 -e^£tl<5 rBj^ft*LTV»Tfe±Vi*i8SC3!«*S* ' 

Ar 2 ££tfAr 3 #, t«bl:filSStlTWbJ:^7i-K»D, Ar 2 
-Ar 3 *tE^^bT^Tt)J;^t*7x-U;H?feS^-&^^t^, 
7U-^*y/U>^S^ g#^*0©#fe tt*.t£ 7£* 
20 7,* V^tf 7 (Acta. Chemica Scandinavia) , 2 2 1-2 3 0H> 199 

<b-&«b (X> i 1 fcV>L3^*(#£b<W:lfcV>l/ 1.5a»©fl3-&*ai) 
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»' r^«j. tutu twB£wai®*>©jWBv>&n*. ^*«> "jfsl 

r&*j ©&fflSte, #Jx.»£W (XI) \zttLT, ttifc^bioSS 

5 

timtfznzo m wzwavxhi tvx\t. th?^ (mj 

7i-MX7<f» nyPVk (0) , ii/l7y^A, t'X (b'J7i 
-;!/*X7^» /15^<7A (I i) ^nu h\. j*-mmi*Eim 

10 tfCtlS. K r-y^r^fltl thX\ts m«> (h'J7x^ 
m7^f» ~yfr)V (0) fc£#$tf&tt£. 

g r®^^MM«J ©GEffl*tt, ft^* (XI) fc^UT, *&0. 0 
blSi, #?£L<TO0. 01&V>bO. 5 

15 Mxttm itz^L4 8 mmx&Zo 

ftHrti (I) (Do%, Ik&M (10 tt, &T© C«f£7] fc£oTt>§l 

25 [SIS7] 

(10 tt, mfcftS: Ar'-H (XII) 
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L— X— Ar— Y— N 




(XIII) 



10 



15 



20 



4k&w (xii) (xiii) \*. &w&%i<Dj3mz&K>mmT%c 

-f V -fu A' J -;K t er t - J* J -MS. Zifift 6 ft 3 . 

U-^* h*^X^>&£>*fflV^ft 

MI3 r^^«j £UTte, 0!l*fcf* ^>*fx WWxx =^>I/>\ 

frjia T75 HM«J fcLTfck NJ-^^?MM75 F(DMF), 

H.N-SJjWWT-fehTS h\ N-^WHinU F>fc£/WBV>£ft5, 

MIH r*;P**-> £ ITU 0!l*.f& S^^l/TJV**^ F (DMSO) 

«iia r-Hj;wR»«u fcuxrau 7-feh-hu;K ^Dtr^-x 
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5 7$>>flsEJ& xxx;Hb^^ 7U wkfry 7° U M« 

;K 7°PtfJk <fy7°Ptf;k 7*3\>k tert-T^k&^K C 7 . n 77M 
15 ;K^> "*>5Wfc.£), 7i-JK HJ^Jk vUMflK MJ^Wl'S'UJk 
HJx^kV'JJk i?^5 L ;V7x^;Vv'U;k lerl-Zf3 L )W*3 L )Vi'V)\' : 

tert-y^^x^^u;^£), c 2 _ 6 7;i/^x;K^ i-7u;i/&aft 

3«7*fc£h C x - fl 7^3^(W, *h*~>> xb^X 7°P 
20 #4 i '>^£)*fettxhP^£Tfi^$nT^T'b«tVi. 

kHn+^cfiiastLm c 1 _ 6 7;wkr x^ 
, ;k ^Pt?;K -fvi/PkMk 7*?;k tert-73MV&£), 7xx;k hi) 
9*;k c 7 . 10 77JW(E ^>v ? ;i/^£), *;ks;k c t . 6 7MJhA 
;ktfx;W0!K 7-fe^;k ^Ptr^x;^£), 'WAOk c 7 _ 10 7?;^ 
25 ;i/-*;vfc;K^> ^>^;kfr;ktfx;i/&£K 2—r h^fcKPt^xjk 

2— fh7k HP7^x;K HJ^WkVUJk HJx^ki'U 

;k ^^7i-J^>UJK teft-y^kv^^l^UJk tert-7*3M!/ 
$?x^5/U;Wfc£), C 2 _ 6 7;krx;M#J, l-7U;k&:£)fc£#ffl^&*l 
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75 

if)]/— "^7, -f> -t—fl—y? i/y^s?. (Protective Groups in Organic 
Synthesis), John Wiley and Sons WO 980) fc|B«®^^t*CTCTff 5 

15 

BUSH, *nvh^574-fc£K:±otJM»tt«££^**. 

^-y-^, ty$>, 7** ^ t^k th^ai^u 
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(malignant mastocytosis)* ^SWI (exogenous obesity), j§-f >*szl 
U>ttM5m (hyper insulinar obesity), MMMiaOiyperplasmic 
obesity), TH-ftttflEii (hypophyseal adiposity), MM&Vkffli.ffifc 
(hypoplasmic obesity), TOMtl&TJKitilm (hypo thyroid obesity), $ 
5 flrFSfcffiM (hypothalamic obesity), -Se^M^S (symptomatic obesity), 
/hVEJIEJi (infantile obesity), ±¥#ilEfi (upper body obesity), 
CM (alimentary obesity), M«Ttt«(hypogonadal obesity), 
v. £*ttCaftHMa<fe (systemic mastocytosis), ¥ffittC&t (simple obesity), 
^MEii (central obesity) &£] > ^fe/CMOiyperphagia), HtMbftiF* 

io tt*iawfc£#*tf&n*. 

*^hjod mch mm^rf&imms^ *n*nfca* ( i ) *fc« <• i o 

JKig&J ; ttttttttK*W-*»«l, M»BiJ^J> '»Sffc;»J. #3SM, 

25 esm, imtm «fiw» trnao, »«3afe^oasip«*ffl^* 
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p-X, tfUkrxJUfPU FX x>7X yal> -fcf^X ^WzJU 

5 p-x, *ji/#+s/^5 1 ;i/-fe;i/P-^^-h , J^A^i:*Wf6n*. 

(l-hpc) fc£rt*3£tfsns. 
io »ao£LTtt, r;w3-;k yptfi^^up-jk 

p-;k D-vxxh-;k sfcMB'Osw, x*/-;k hux7S/;* 
pI/Xtd-jk hux#y-;i/7$x &bw-hj#a, #x>m 
15 1- h u # Afc gamiwrsft*. 

aaw-MJtfA, ^^u;u7syyptf^>m, k^x.^t^>it>p 

x£A, mt*>Vh-V^ *yXx7U>^UirU>fr£©#®*£& 
*y ; «*tf#u ifx;i/7;i/P-;w> #u tfx;nfp'j Fx #;i/#*x*5f 

20 ;kfe;i/P-X^HJ£A, ^H^Up-X, kKo+^^?WD-^, 
k F p^x^WlH/d-x, b F p^v^p tf ;Mr;i/P-xfc£©8zM4 

25 mmmtLTte, wx\z* u>«*. *x>#tt&2© 
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$$|£#:©$J0. lft^MOO 

15 

ft 60kg) ld£Pfi41-*»£© 1 0 ^fc D ©«4*fck ^MnGMfrT'ti 
20 ( I ) ( T) t L/T, $ 0. 1 ftt^UtJ 500mg, U< 1 

lOOmg, £ £ L<(*5 &^ Lffi lOOmg 7?S 0 , H©ft& 1 

*^§g©MCH^ra^J:^IS^fi^«> rjE««©»«a*©J« 
rMCH^«^©tftJE»j > riSjiiijE^sij , r^gjfii^ 

mm mmmt&femm) j , rw®»«j , r^^j\ rja?^ 
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±13 mmmmwM] thx\t. mitt4>xv -f>x 

<S7W>8S) > JTT-501, GI-2 6 2 5 7 0, MCC-5 5 
5, YM-440, DRF-2 5 9 3, BM-1 3-1 2 5 8, KRP-2 
97, R-11970 213.£imtfP>ftZ. 

K^JP7*-;HR*»J©A#^9ibTtt, fcW.tfM'^S^ 7n;i/7n 
H, h^ifS h\ 7-feh'vHJ-S b\ 7*U # D K*5<fc£Pe-©7> 

x^U-F> (KAD- 1 2 2 9) , JTT-6.0 8^^ 

xu>^^#tfen§. -f>7'j>tbm o. 4 5#so. 9 (w/ 

*><fcV>„ 

-f>xu>ictt, nil, aaau -m tmsi, 
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-196085, SB-226552, AZ4014 0 feEtfgtfZfiz, 
U>*-fh\ l^^X BAY-27-9955 £>n<5. 

10 b; h ; ttVT.Zv V ; SNK-8 6 0 ;^tf)l>UZ? 

V V ; AR I -5 0 9 ; AS - 3 2 0 1 tzHftmi £>tl£o 

7D5M>*:h--tfCIM!g£LTte, 0!]^.t^NGF> LY-333531 fc£#$»f 

;k ±t^77°uh\ ^nx^y-;K tas^^i^x <i^^>hm. 

X^;k ^T>'5 1 > (memantine) , £T^F'J> (pimagedline ; ALT-711) 

20 «iii^£^fe>n5. 

*W«ibT«, 0!|*.tfT5?>F-;k t^X7i>775X 7^ 

25 >tzE-t)mtft>nz>o 

7>v^T->v>^«Pl*^i:bT^ #l*J£fc7 , h7°UJk x^ 
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^«7°u;k >-7ifyu;k 5r**^u;k h^>H^7°u;k mm) 
5 s>ex -#;^if>&£#wsn5. 

#U£A3^>*;HiPll£bT»> mZUUy'Z U^tlV A, L-27152, 
AL 0671, NIP-121 fc£#$lf Sfta. 

7>5?*^>5'>Il8*i*£l/ni, 0J*«nU\H^X #>x1t;k*> 
yl/^^^JK )V\rtr)y9>s -i)WS&)V9>* CS-866. E4177 5 

10 tl3o 

x^x o;u^fx 7h;wt**?x ^ru^x u/ix^;k 

15 -feU/U^X 'Wtt^X ZD-4 5 2 (R 

20 ±SB r^^j £bT«, «jt^0^W/H« v7i£A°A, 
±IB rtft^Oilj <hbT&> flAtf, ?;k*-*-fe^x 7JH#5>, 

25 

HUfB LftffflffiilJ0SM»ItS tl-f\ MCH ^JrEgiJ^fc 
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mmmmt.^m^ \zmmikLx%t>nz> 2nomwm~&$w&x<Dwm 
3 ) mch %mmtt&mmm tmmwm t *m \zmmithxn 

£ Mzmstmim tmmmmm t \zmm hxn *>nz> 2 mvmw 
10. mr^n^-m^x^nn^, 5) MCE^mm^.r^t.mmm.MtmmmmM 
■ t*%\* izmMitisxnzfiz 2m<DUM<Dgtzz>& j i-mmx<Dmrm*& 
v>t©&4 m%mmfc\zmmnf&W]WmMm<Dmfrx<D%: 

15 -K ^^fcioaMKracfctfT?**. 

8a§jj$n : s#, ;in&fc^8w*i8^*fc0T?«ft<» .3-&#58W0«h 

£*T©##0!U r^MJ »0fcV>b3 OTC&SSU 111©^ 

25 mxmfeistc. 

FABMS (pos) iftj$M^fff*M^*ffe (Fast Atom Bombardment Mass 
Spectrometry) \Z&tt% (+) Ml'Tfc*. 
*X t f , TffflV>6H , r^*-€-0fl&0IIS-9ttTI30*lft*wT. 
s : -»ifUy h (single t) 
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10 



15 



20 



25 



d : WVv h (doublet) 

t : hVfUy h (triplet) 

q : 9 7)Vv"if V (quartet) 

m : ^)V9-yUy h (mu 1 t i p 1 e t) 

b r : >^P-H (broad) 

J : i3y7V>#13k. (c oup 1 i ng constant) 

Hz: s\)VV (Hertz) 

CDC1 3 : a^OP^)UA 



i-x?;u-3- (3-^^^;u75yyotf;u) tuvtf 



DMSO-d 6 
THF 
DMF 
DMSO 
WSCD 

WSC 

X H — NMR :7*Dh>|ilM 

(It7U-^.CDCl 3 *«Lfe, ) 

I R : 
Me : 

E t : X^ 

HOB t : l-kFP+v'- 1 H-^>\/ HJ TV-^ 

i pe : ^-ry^ntr^x— t-jw 

DMAP : 

IUPAC-IUB C omm is ion on Biochemical 
Nomenc lature IZ&zm^&Z^mmftmte&ttzmM^Z. 
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DNA 


: x*^>U«m 




cDNA 






A 


: 7r-> 


5 


T 


: 




G 


: 97 -y 




C 


: yby> 




RNA 


: UtffKK 




mRNA 


: ^y-fe^v^-'Jtf^M 


10 


d ATP 






d TTP 






d GTP 


: my^7/y>HU>' 




. dCTP 






ATP 


: 75*y^>HU>»'- 


15 


ED T A 


: X^>^75>E9ffl& 




SDS 


: h'TyJUSSth'J^^ 




E I A 


: X^lMA-f A/T^-fe-f 




G 1 y 


: ^U^> 




A 1 a 


: 77-> 


20 


Va 1 


: A*U> 




Leu 


: u-iyy 




I 1 e 






S e r 

OCX 


• -fe'J > 




Th r 


: ZU*~> 


25 


Cy s 


: yXH y 




Me t 


: p^X^ 




G 1 u 


: £W*>ai 




Asp 


: 7*A?3 i >K 




L y s 


: 
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10 



15 



20 



25 



Arg 
H i s 
Ph e 
Ty r 
Tr p 
Pro 
A s n 
G 1 n 
pG 1 
Me 
E t 
Bu 
Ph 
TC 



85 

3-ui/y 

7°n u y 

{f)Ws.y 
¥utf)v$>=iym. 

7XZJH 

9-7W^y-4 (R) 



1ST 2)o 
To s 
CHO 
B z 1 

C 1 2 B z 1 
B om 
Z 

C 1 -Z 
B r-Z 
B o c 
DNP 
T r t 
B um 



p - h;i/x>x;i/*-;i/ 
^yp)V 
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HOB t 



HOOB t 



HONB 



Fmo c 



: 3, 4 - ^ t F □ - 3 - 1 h' D^'> - 4 - V - 

1, 2, 3-^>V>U7v> 
: l-tFP^y-5-;M;^>-2, 3rW 



DCC 



: N, N' -S?^D^S/;p*;i.#3^-f 5 H 



10 



15 



20 



yyb SLC-1 cDNAO^^U-=>^fc«ffibfc^J*DNASS*r. 

5y h SLC-1 *3-Hf *cDNAOX^U-->^K:«ffibfc^l*DNAftw , f. 
CH27!l##:3] 

y y b SLC-1 ®±73. SMfflMZmt. 

5' ffllcSal I BMEflbWtftlSft, *fc3* tofcSpe HiSWJD^tl 
5 y h SLC-1 cDNA <D£titMMSffi\ & 

yyb SLC-1 CH0«lfi©#^n->K*H-a SLC-lmRNA ©38S*&i»e 
■TSfcftfciefflLyfcU^D-^ (riboprobe) 

k b SLC-1 S3- FT* cDNA fcBtfWSfcJ&fcHyB L/fc^DNA £^1% 

b h SLC-1 Sra-FTS cDNA&2#®fc^5fc*fc^l>;fc:77Wv-£a* 
f. 

k h SLC-1 ft 3- Ft" -5 cDNA^jfc*E5l**t* . 
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t h sLc-i <D£7$.;mmm&*r?. 

CIS»^ : 1 0] 

k h SLC-I (S) *n- cDNA©X£ U - - >£ffc:4fcj| Lfc^DNA 
CK?'J#^ :1D 

5 t h SLC-1 (S) S3- Hi"* cDNA©*£'U-->^fcftffll/fc£/*DNAS*T. 
1 2D 

t h SLC-1 (L) cDNA©7>7 U-->^fc<£ffl t/fc£/&DNA£^r. 

CE»^: 1 31 

t h SLC-1 (L) cDNA<DX7 U— r.>^fcffifflLfc-&J*DNAS^T. 

10 C@B?"j## : 1 4) 

5' flUfcSal I KSftffi^ftJP^n, ££3' flJfcSpe IWBNSfflifittto'Zti 
tctb SLC-1 (S) cDNA (D-t^MMM**?, 
t@2?!l#^ : 15) 

5' fine sai i meaitfttftistu ££3 ; imcspe 

15 fcth SLC-1 (L) cDNA <D± J &W®M*7fi't* 

mnm^ • 1 6) . 

t h SLC-1 (S) 3BSCHO|BJM3J:tffc h SLC-1 (L) ^CH0»§^7D-> 
t*H-« SLC-lmRNA G>#&*p&1£t *1t$>K:&R Ltc U 7'D-7 
(riboprobe) &7F~to 

20 ##0iJ 1 - 6 e> tlfcSS^JOT : 9 $ *l* f&SE^J * 3 - H ? Z> DNA 
&^tr^7^SHfc«t5?UR<Elft# Escherichia coli DH10B/phSLClL8 teU 
Wl 1^2^ 1 B^e»ffi®g^*X^M^^I«^W^0f (N 
I BH) £3Fffc##FERM BP- 6 6 3 2 t l/T, Wll¥U21 
H*6»attA-»«M?Bfl5Bf (IFO) fc*Ffe##IFO 1 6 2 5 4<hb 

25 TlfftSttWS. 

t e r t-7*5P;U 6- [ (N, N-S? * 5 / ) * 5 1 ; W -2-3-7 -/X * - b 
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1) 2, 6-^77 l/>y*M>ty^^XXrJl/ (26. Og, 106mmol) 
^N.N-y^^^MTS K(500 nl)fc»j$?U 1 Njflftfltf- h U t? A#*F 
m (106ml) §100t:T?30WTiTl/fc. 3IPWI, «£M 

5 JETfcS^U SS«fc*&iP^.^»«l*5*l/fc. (9 ml) 

6 _(^ h^S/*;fcjj?-;W -2-^7 * l/>#;P#>Ht(14. 6g) L 

'H-NMR (DMS0-d 6 ) 6: 3.94 (3H, s), 8.06 (2H, m), 8.24 (2H, m), 8.69 (2H, 
10 s) . 

2) MiHDT#fc6-(^ -2-1-79 U>tl)V^>m 

(5.00 g, 21.7 mmol) £hl)X^Jl/7£> (3.93 ml, 28.2 mmol) £ tert-' 
7*^;i/7;i>b-;V (65Bl)lctt!fU 7^{t~77xx;i/*?;^ l J;V (5. 62 ml, 
26.1 mmol) Sin*., g2TC3 0#, 1 0 01CT6l«IM*#Ufc. SWtS 
15 Kx^k IKBK»*#^- MJ ^A*»»ftJnA, WxfMittilfc. 
$fcBi&£ 1 0 %7X>^7jcM> fi»A»*T?fe#U, ^zKM± h U 7 A 

7>(50 iDCiil, *ftT, 7K^b7;P^X^7AU^7A(728 mg, 19.2 
wnoDfciin*., MT3ttra«#bfc. SJStlCftllx^k 10SK7 X>» 
20 »8teiJQ*.J*ffiU WM£M&&7KTftit, &7kgtl^hU7AT« 

Wkn> : Mx?Ml/=l 0 : 1) fcTttSSU »W**n-A*U->*6IS 
IMtU tert-7*^;i> 6-(k HD^y^5 1 JW-2-t7?;W-A7- h (2.26 
g) £fi&fft*£:LT#fc 0 
25 'H-NMR (DMSO-d ,) 6: 1.51 (9H, s), 4.61 (2H, d, J = 5.7 Hz), 5.24 (1H, 
t, J = 5.7 Hz), 7.40 (1H, d, J = 8.4 Hz), 7.49 (1H, m), 7.70-7.78 (3H, 
m), 8.07 (1H, s), 9.52 (1H, s). 
Ttm^mm C 16 H 19 N0 3 i:UX 



WO 01/82925 PCT/JPOl/03614 

89 

fl-JMI : C, 70.31; H, 7.01; N, 5.12. 
mVfe : C, 70.36; H, 6.89; N, 5.14. 

3) UfB2)T#fc Url-7?)V 6-(kFn+y/f;W-2-t7^W- 
A*-h (1.00 g, 3.66 nnol)&^£DD*^>(18 iDUIb, XlMfcT 

5 >#>(!. 59 g, 18.3iiol) g«tt?4l$MJt#l/fc. W£&£3£ , 

^ 3$£MflETMISU SM V^otTJl'X— r;U«»6»IMl5bTx tert- 
6-^;i/5;i/-2-^-7W*-A^-h (889 ig) £6£$*£LT# 

'H-NMR (CDC1 3 ) <S: 1.57 (9H, s), 6.76 (1H, br), 7.44 (1H, m), 7.83 (1H, 
10 d, J = 8.4 Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 

4) tfffH3)T-#fc tert-7>;U 6-&)VS.)\r-2-+7?)Vi3-rt*- h 
(300 mg, 1.11 110I) t (270 ig, 3.32 mmol) 
y-;K2 iDixh^t KD77>(2 iDOS^MKMU ^>7^ hU 
bKD©5^b'J^A (210 ig, 3.32 mmol) Sin*.. 3ilT?2NrlSH*#L/ 

-;i/=l 0:1) fcTffiSSU &JBfc&4b (242 ig) *fcfi«MK*b&LT# 

20 'H-NMR (CDCI3) 5: 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s), 6.75 (1H, 
s), 7.32 (1H, dd, J = 3.1, 8. 7 Hz), 7.42 (1H, d, J = 8. 4 Hz), 7.64 (1H, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (1H, s). 

tert-7>;i/ 6-O-tTD U ^x;i/*^)-2-±79\H/#-A*- h 




#%#J 1 © 2)T#fc tert-^P 6-(fc Fn^S/^5 t ^)-2-^-7^*- 
A*-M500 ig, 1.83 miol)i:hUx^;U75>(0.254 ml, 1.83 mmol) £ 
xh7tKD7 7>(9Bl)K:»»U*?&T^^>^l'*x;^PU F (0.142 
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ml, 1.83ool)&Al*., ^MT30#»b£. *»«&£3£U 3i&£MEE 

nDllffll, M*'J^A(758 mg,5.49mmol), t°D U v^XO. 153 ml, 1. 83 
■noDfcjni*., 60 t CT3«»Lfco £j&m£ilB£x3SH'£zK£jQ*.&ajU 

TflHKU te'rt-T^Jl/ 6- (1-tfD U5?-;V^^)-2-^7^;i/*-;t^- 
h (388 mg) LT#fc. 

'H-NMR(CDC1 3 ) 6: 1.55 (9H, s), 1.80 (4H, m), 2.55 (4H, m), 3.74 (2H, s), 
10 6.62 (1H, s), 7.30 (1H, m), 7.45 (1H, m), 7.69 (3H, m), 7.96 (1H, s). 

mm 1 3 

tert-y^ 6- (\-}d^J^-)V^)V)-2-i-y^)Vtl-^^-h 

1 <D 3)7!#fc tert-T*^ 6-*;i/5;i/-2-^7^;i/*-/\*^- h 
15 (500 mg, 1.83 Drool) £t?^U^> (0.181 ml, 1.83 mmol)£Jl^T> ##0!J 
l<D4)t mUomftZft? Z t \Z «k 0 , S®fb£$J (305 mg) £ 

l H-NMR(CDCl s ) 6: 1.46 (2H, m), 1.55 (9H, s), 1.58 (4H, m), 2.42 (4H, m), 
3.59 (2H, s), 6.60 (1H, s) 7.31 (1H, m), 7.43 (1H, m), 7.64 (1H, m), 7.71 
20 (2H, ,m), 7.95 (1H, s). 

N-(4-^D ; 67xr:;l,)-6-(k \^U^y^)V) -2-?y h75 H 




25 >gfc(1.00 g, 4.34 mmol), 4-7d ; E7-U> (747 mg, 4.34 mmol) , 

^;WT^y tf'J> ? > (531 mg, 4.34 mmol) ^N,N-^/^WM7$ H (10 
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ml) t*#U2fc»T l-X?;W3-(3-^^?;i/75 J 7d MM-i3)V^ 9 M 5 
KJfcKJfc (833 mg, 4. 34 mmol) fciw*, SlTl^ 50 , CC2 I^Milt^l/ 

t7-'J y)*^-M-Z-t7 hX- b (954 mg) &afi»£LT# 

&. 

'H-NMR (DMS0-d 6 ) 6: 3.95 (3H, s), 7.58 (2H, d, J = 8.6 Hz), 7.82 (2H, 
10 d, J = 8.6 Hz), 8.07 (2H, d, J = 8.6 Hz), 8.22 (1H, d, J = 8. 6 Hz), 8.29 
(1H, d, J = 8.6 Hz), 8.63 (1H, s), 8.72 (1H, s), 10.64 (1H, s). 

2) B&Ei) T#fe^^;P6-[(4-yn^7xuy)*;i/^x;w-2-^-7 h 

X-h (900 mg, 2.34 mmol) £x h^fc: h*O7 7>(10 lDfcjMJU *#T> 
7jc«U9 1 ^A7;i/5X'j7A(178 mg, 4. 68 mmol) 2 WtSBtto 

is Lfci EJSftfclHfcn^fc 1 ft££ft*2n*., Kmx^;i/Ttttfc}bfco ft 

gJWk&4b(S49 mg) LT#fc, 

'H-NMR (DMS0-d 6 ) 5': 4.71 (2H, d, J = 5.6 Hz), 5.4K1H, t, J = 5.6 Hz), 
20 7.56 (3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.92 (1H, s), 8.02 (3H, m), 8.54 
(1H, s), 10.53 (1H, s). 

N-[2-(b Hn+Soi^-MV UxjW7-fe h75 H 

25 1) 6-75/-2-^5 1 ;^7U> (1.02 g, 6.45 mmol) £tf'J^>(30 
■DfcfcfcU ME*ffK (0.913 ml, 9.67 mmol) Sffl7!3I^Mfit^ 
bfco »«*«JETS3cbfcSK v^yyp^l/X-x^^JP^^bL, 
N-tt-pWM-*/ Ux;i/)7-feh75 H (1.20g) £6£i|ft*£:LT#fc. 
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'H-NMR (CDCI3) 6: 2.22 (3H, s), 2.71 (3H, s), 7.25 (1H, m), 7.52 (1H, 
m), 7.95 (2H, m), 8.10 (1H, s), 8.30 (1H, s). 

2) MI31)Tf#feN-(2-^5 L ;l/-6-^r7U-;W7-feh75 h* (1.20 g, 
5.99mmol) ^nD*W (30ml)H»U wt^UUt^MMW. (2.48g, 
5 7.19mmol) £iP7L iIT3S|f«lfc. ««EET§*^ SiSfcW 

-jl/)7-feh75.K (1.06 g) &afe^tbT#fc. 
'H-NMR (DMS0-d 6 ) (5 : 2.12 (3H, s), 2.53 (3H, s), 7.51 (1H, d, J = 8. 4 Hz), 
7.76 (2H, m), 8.40 (1H, s), 8.48 (1H, d. J = 9.3 Hz), 10.36 (1H, s). 
10 3) gtftB 2)T'#fc N-tt-^WIz-l-:**^ U -;i/)7ir h75 H 

(4.64 g, 21.5"mol)***ffl*'(110il> fc»#U 8 OX:t?4II#MJ*#L 

m***;-)\> (HOml) K«#U*ftT, ll^Mbth-'J^i^ (21.5 

15 mi) *upa, nifi^bft. »«E*«ETfc«r*bfc. #snfcs 

i§7Jl'5^7i l ^avh^7^ ; I»X5^ : 

;i/=5 : 1) fc<fct)«jsu M^^wx^-i'y^Dtfjvx-T-;!/ 

(1:3) )&>S.*8flWfc;U «^t£tl (2-65 g) *afi»*iLT»fc. 
'H-NMR (CD3OD) <5: 2. 23 (3H, s), 4.89 (2H, s), 7.68 (1H, d, J = 8.7 Hz), 
20 7.78 (1H, d, J = 8.7 Hz), 7.95 (1H, d, J = 8.7 Hz), 8.27 (1H, d, J = 8.7 
Hz), 8.33 (1H, s). 

N-[2-(^Pa^5=-;i/)-6-^/»jx;W7-feh75 H 




##08 5 m 6 tilt N- [2- (k H a ;* ^; W -6-* / U x;W 7 -fe h 7 5 
H (1.00 g, 4.62 mmoDfc^k^XJl/ (23 ml) &fcftTT?iU*., 
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tt&m (900 ig) fctfr*fcbTfc&. 

'H-NMR (CDjOD) <5 : 2.23 (3H, s), 5.12 (2H, s), 8.08 (1H, d, J = 8.4 Hz), 
8. 17 (2H, s-like), 8.74 (1H, s), 9.01 (1H, d, J = 8.4 Hz). 

5 z-(^nn^?;w-6-+yij-^75> 2Mi 



###1 6 T# Sftfc N- [2- (i'DD^ -6-3V U 7-fe h 7 5 h* 
ttttftOOO.ig, 3. 32 mmol) \Z 5 (17 ml) 100°CT 2 P#M& 

10 LTSIft^ft (849 mg) £fft*£bT#fc. 

'H-NMR (CD 3 0D) (5 : 5.07 (2H, s), 7.42 (1H, d, J = 2.4 Hz), 7.71 (1H, dd, 
J = 2.4, 9.0 Hz), 7.95 (1H, d, J = 8.4 Hz), 8.06 (1H, d, J = 9.0 Hz), 
8.78 (1H, d, J = 8.4 Hz). 
##F!l8 

15 4'-£DO-N-[2-(£DD*?;V)-6-3V U-JW [1, 1* -fc! 7X-JW-4-*. 



7 T?# £ ttfc 2- □ a*?;W-6-=¥ / U njP7 5 > 2 

4' d a [l , l * - bT7 xn;n -4-* Jl/si?>l6*ffl ^x, mffim i © wsc ^ 
20 /t75NbSJ6tR«©Sff*ff3C:tfc«J;t), 3MMbfc**lfr*fcLT# 

'H-NMR (DMS0-d 6 ) 5 : 4. 95 (2H, s), 7.58 (2H, d, J = 8.4 Hz), 7.66 (1H, 

d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7.8 Hz), 8.01 

(1H, d, J = 9.0 Hz), 8.09 (1H, m), 8.13 (2H, d, J = 7.8 Hz), 8.41 (1H, 
25 d, J = 8.4 Hz), 8.61 (1H, s), 10.67 (1H, s). 




N 
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2-<i-tf o u yzjwf;W-6-+; U-;i/75 y 




^fcffl 7 (7) 1 N-C2-(l-tf o u p-ivt^JD-s-*; u 7-fe h 

5 75 H (5- 53 g, 20.5 moOHlll (100 ml) £JD>L HOtTM &#B8E# 

«JBETS£U Mx3^1/-A*lf>fr£^fc^) (4.56 g) ZffimtL 

10 'H-NMR (DMS0-d 6 ) <5 : 1.83 (4H, m), 2,62 (4H, m), 3.90 (2H, s), 3.92 (2H, 
br), 6.92 (1H, d, J = 2.8 Hz), 7.15 (1H, dd, J = 2.8, 8. 6 Hz), 7.48 (1H, 
d, J = 8.6 Hz), 7.88 (1H, d, J = 2.8 Hz), 7.92 (1H, d, J = 8.6 Hz). 
Rk&: 102-104°C 
10 

15 N-[2-[(^V^Dt!;i/75/)^5 1 ;W-6-^y'Jn;W7irh75 H 



5 T*nfc N-[2-(fc h* D * 5^3Ml/)-6-* J U n;W 7-fe h 7 5 h* £ 

20 'H-NMR (CDC1 3 ) d : 1.05 (12H, d, J = 6.3 Hz), 2.25 (3H, s), 2.95-3.16 
(2H, m), 3.93 (2H, s), 7.40-7.64 (2H, m), 7.80 (1H, d, J =8. 4 Hz), 7.95 
(1H, d, J = 8.4 Hz), 8.05 (1H, d, J = 8. 1 Hz), 8.28 (1H, br). 
MA : 147-148 "C : ^X^X-t^Wa*^) 

mm\ 1 1 

25 N-[2-[(^X-2,6-^^^;i/-l-lf^U> ? -^)^5 1 ;W-6-^/U-;i/]7-fe 
h7$H 




Me 



Me 
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5 'H-NMR (CDC 1 3) 6 : 1.02 (6H, d, J = 6. 2 Hz), 1.25-1. 76 (6H, m), 2.24 (3H, 
s), 2.50-2. 70 (2H, m), 4.01 (2H, s), 7.52 (1H, dd, J = 2.2 and 8. 8 Hz), 
7.73 (1H, br), 7.83 (1H, d, J = 8.8 Hz), 7.94 (1H, d, J = 8.4 Hz), 8.04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2. 2 Hz). 
Ttmmm C 19 H 25 N 3 ().0.5H 2 0<>:LT 
10 fUMI : C, 71.22; H, 8.18; N, 13.11. 
&IMI : C, 71.01; H, 7.81; N, 12.90. 

: 120-122 °C (ttjMOm : fflttX.?)V-^tt» 

###y 1 2 

2- &X9-fr7 5 J % ?M J U >7 ^ > 



N, 




15 

#5*08 5 Ttffcfc N-[2-(tFD+y/ ^V) -6-* / U -M 7* h 7 S P £ 

'H-NMR (CDCI3) (5 : 1.06 (6H, t, J = 7.0 Hz), 2.60 (4H, q, J = 7.0 Hz), 

20 3.82 (2H, s), 3.91 (2H, br), 6.90 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J 

= 2.6 and 8.8 Hz), 7.54 (1H, d, J = 8.4 Hz), 7.86 (2H, d, J = 8.8 Hz). 
M : 93-94 *C Oftifcfc&JI : i>X^)VX.-^)V-^\^» 
##01J 1 3 

N- [2- [ (2, 2, 6, 6-x h '7 * ^ U * *M -6-+ / U ~M 7 
25 h7S h* 
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Me 



5 N- [2- (h K P*->* 7 U x;W 7* h 7 5 K £ 

5 'H-NMR (CDC1 3 ) 6 : i: 03 (12H, m), 1. 50-1.73 (6H, m), 2.24 (3H, s), 4.07 
(2H, s), 7.40-7. 57 (2H, m), 7.93 (1H, d, J=8.8Hz), 8.00 (1H, d, 1=8. 8Hz), 
8.06 (1H, d, J=8.8Hz), 8.27 (1H, d, J=2.4Hz). 
1 4 

2-(HDD7z=;W -5-* ; W?* , 3- v^lt > 



1) p-^OP^>X7;i'7 :I tiH (3.2g, 22.7mmol) , tTX (tl^n+y 
?D>iyI^ (5.0g, 22.7mmol) &&Ztv-h)\>X>Z)V*>m 

l7K»%(0.44g, 2.3mnol)©h;i/X>(70nl)SFJ£*» Dean-Stark 

O^c 200il ^75X3^1' 2 WlliSbfe, £j£M£&«> m 
15 JlfMlOOmliJDU lNzKBWfctf-K'J^A (50ml) , tK (50ml) , g& 

ft£&* (50ml) gfl*^*->#AT«*Lfc. «BET#«& 

^^yU^M^A^DTh^^^- (JSMM ; 

-IllfJh 4 / 1 ) \Z& LS^M tLX2- U-t7 DD7 xZ;M -5, 5'- 

^Mlb^y-l,3-^t> (5.9g, 76%) 
20 'H-NMR (CDC1 3 )<5 :1.27(3H, t, J=7.2Hz), 1.3K3H, t, J=7.2Hz), 4.13(2H, 

dd like), 4.20(2H, q, J=7.2Hz), 4.33(2H, q, J=7.2Hz), 4.85(2H, dd like), 

5.46(1H, s), 7.32(2H, d, 1=10. 2Hz), 7.38(2H, d, J=10.2Hz). 

K/ft : 54-55 °C 

2) WED T#fe2-(4-^PD7x^;W-5,5 , -v ? *;^Xh^->-l I 3- 
25 (5.8g, 16.9 mmol) £ 90% X* 60ml cnc* 



10 
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mt*V?& (3. 8g, 67.7mmol) SiP^.T 3 P#ffl»>lfiitbfco MEETW 

#e»nfc@#^v ? x5 l ;i/x-x;K3oomi)fcML/, »T2N& 

5 x-jW-S.S'-^^^^-lJ-v 5 ^*^ (4.3g, 82%) Sfcfc. 

'H-NMR (CDC1 3 ) <5 :3.99(2H, d, J=12.2Hz), 4.50(2H, dd, J=4.6Hz, 12. 2Hz) , 
5.42(1H, s), 7. 35(2H, d, J=9.0Hz), 7.42(2H, d, J=9.0Hz). 
164-165 X: 

3) fft§32) Tf#^2-(4-^PP7xn;W-5,5'-^;^*^-l,3-^ 
10 ^> (4. 3g, 15mmol) t h »J X9^l/7 5 > (20ml) (DM^K 150°CT: 4 
TOMLfco ^i^iffTIM« ^^^v^X^^X-x^ (200ml) 13 

5f«$tT»U «^*tbTHIE{t;-8r#l(3.09g, 85%)£#fc. 
15 FAB(pos): 243 [MH] + 
M: 183-184 "C 
##^J 1 5 




20 ##^!i3T#fetert-^;i/ 6- (l-tr^u^x;M5 1 ;^)-2-^75 1 ;^^- 
;^^-^ (710mg, 2.09mmol) £h'J7;t/^D@1^ (10ml){d£fi?U i^TM 
SlSi^iffTSil/, g|$fcIt#X:P;|/ (50inl) fciP*:, ^ 
®^U7£7J<M(50]d1), ^fq*m7K(50ml)T»^ iBETIit> SSIB 
■fb£*J (420mg, 1.76mol)**«fiJHhl£l/rW&. 

25 'H-NMR (DMS0-d 6 ) 5 : 1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, br s), 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 (1H, s), 6,90 (1H. dd, J=8.5 and 2.0Hz), 7.23 
OH, d, J=8.3Hz), 7.43 0H, d, J=8.5Hz), 7.46 (1H, s), 7.54 (1H, d, 
1=8.. 5Hz). 
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&m\ 1 6 

tert-7W 6-[<$/X-2, 6-S?;WM-t!*<U 5^W "2-^7 5=" 



Me 




5 ##09 1 © 2)T#fc tert-73\>P 6-(k H n*$/^^;W -2-^*7^*- 

'H-NMR <CDC1 3 ) 6:1.08 (3H, s), 1.10 (3H, s), 1.34 (3H, n). 1.55 (12H, 
m), 2.53 (2H, m), 3.92 (2H, s), 6.58 (1H, brs), 7.30 (1H, dd, 1=2. 2 and 
10 8.8Hz), 7.45 (1H, dd, 1=1.5 and 8.5Hz), 7.71 (3H, m), 7.94 (1H, brs). 
, ###J 1 7 

6- [ (5^-2, 6-^/^;w-^u 5>~;w*3\>M:*-7* u>-2-rs. > 

Me 

##0>J1 6 7?#£ tert-7^ 6-[(^^-2, v^W 
15 ^WW-2-^75 1 ;W*-/t>- HfeJBWC, ##09 1 5 fcHttOSfcff&fr 5 

'H-NMR (CDClj) 5:1.11 (3H, s), 1.13 (3H, s), 1.32 (3H, n), 1.56 (3H, 
m), 2.52 (2H, a). 3.78(1H, brs), 3.9K2H, s), 6.92(1H, dd, J=2.4 and 
8.7Hz), 6.96 0H, m), 7.380H, dd, J=l. 5 and 8. 3Hz), 7. 51 (1H, d, J=8.3Hz), 
20 7. 63 OH, d, J=8. 5Hz), 7.68(1H, brs). 

mm 1 8 

6- (l - bf d u >7n;i/ ^ J-M ±y?u>-i-rs.> 




###j2-e#& tert-7^;u 6-(i-tfPU^-;M^;u)-2-^7^;^- 



WO 01/82925 



99 



PCT/JPOl/03614 



'H-NMR (DMS0-d 6 ) 5: 1.81 (4H, m), 2.56 (4H, m), 3.74 (2H, s), 3.80 (2H, 
br), 6.93 (2H, dd, J = 2.1, 8.4 Hz), 6.97 (1H, d, J = 2. 1 Hz), 7.38 (1H, 
dd, J = 2.1, 8.4 Hz), 7.55 (1H, d, J = 8.4 Hz),' 7.61-7.64 (2H, m). 
##0J 1 9 

6- [ (2, 2 , 6, 6-x h - fc^ U * -2-j-7?U>7^> 



Me 




H * N Me 

l (D 2)T#/£ tert-T^V 6-(b Yu^s^M-l-j-yJ-fr-}}- 

10 fcio. mmfc&wzmmmtLTntco 

'H-NMR (DMSO-dj) <5 : 1.02 (12H, s), 1. 57 (6H, m), 3.78 (2H, br), 3.89 (2H, 
s), 6.89-6. 98 (2H, m), 7.41-7.54 (2H, m), 7.63 (1H, d, J =8. 4 Hz), 7.76 
OH, s). 
###|2 0 

15 N- [6- [ i?M V 7 a M)]/7 *J)* ?M -2- h H O ^>-2-* 




le 



^V^r N Me 



Me Me 



1) 6-(t KO^Fi/^5 1 ;W-2-^7l — )V (500mg, 2.87mmol) 
;KT*fch75K (4ml) mmZ7miti-hW& (344mg, 8. 61mnol) *MX, 
20 lWIWR^Ufc. 2-^P ; E-2-^5 : -;i/'/PA°>7a H (1.43g, 8. 61mmol) t3 
VfchWh, (476mg, 2.87mmol) MMX 16 MMt£l/fc. EiS* 

V -/n tTjl/X-xJU^ck 0 fcfif&*£ UT, 2-[[6-(t KD+i/^5F;W-2-^- 
25 75 L ;W^^]-2-^^;i/^'P;t>75 H(506mg) £#fc 0 
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'H-NMR (CDC1 3 ) <5: 1.61 (6H, s), 1.85 (1H, t, J = 6.0 Hz), 4.84 (2H, d, 
J = 6.0 Hz), 5.57 (1H, br), 6.68 (1H, br>, 7.16 (1H, dd, J = 2.4, 8.7 
Hz), 7.28 (1H, d, J = 2.7 Hz), 7.47 (1H, dd, J = 1.8, 8.7 Hz), 7.72- 
7.78 (3H, m). 

5 2) HUlBl) T#e»tlfc2-[[6-(kKD^>/^5 i ;W-2-^7^;W^ 
•>]-2-/^n/1>75h f (200mg,0.77lmmol) Oy/?MJl/A75H 
(2. 3ml) t\, 3->>*5P;i/-3, 4, 5, 6-fh7t KD-2(lH)-t!U 5 vV > 
(0. 23ml) mmz.7m\k1- h U 7 A (68mg, l. 70mmol) lOOt:T l B# 

)VX.-f-)V: ^U->=1 : 1 \z£Qm'&®3itVT, 2-t Ho^^-N-[6-(t: 
Yu^s^M-i-j-y^M-i-tJ-fr-Jurtyj^ K (50mg) 
3 ) MIB 2 ) T?# £> ftfc i>-N- [6-(hHn^ 3MW -2-^- 7 

15 TMl/M-^Jl^n/^TS. H (lOOmg, 0.386mmol) tW^ik&M (192mg, 
0. 578mmol) <D V 7 DD^^>(2. 3ml) h U 7x-M7, 7 ^ >(1 21ig, 

0.463mmol) SJO^L, aa*C4«HW8H*Ufc. SS«S7K^7Ai'D'7 
h^77^f- (JRHftft; -77DD*7» fc£D»SbT, fc&nfciliFR 
mzi?^V7u¥)l>T2.> (3ml) 80°C1? 16 NflBa^bfc. 1 

20 &fcSfrb, ^X^X-t-;^^^. 7fcBfc&K#U'7A&iDAi£2S14 

h^77^- mm®m',mtx?)v) \z&k>%i%vt, ^wz&m 

MtVX, MM (58mg) £#fc 0 
25 'HNMR (CDCI3) <5: 1.05 (12H, d, J = 6.6 Hz), 1.60 (6H, s), 2.24 (1H, s), 
3.05 (2H, m), 3.76 (2H, s), 7.50 (2H, m), 7.73 (3H, m), 8.25 (1H, d, J 
= 2.2 Hz), 8.79 OH, s). 
2 1 

l-[(6-* H*5/-2-^7^;»*^;Wtrpy> 5 > 
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MeO 




hTJVrk b (3.00g, 16. lmmol) tMu Uv ? >(2.69il, 
32.2mmol) Of KD79> (32ml) t« (16ml) SIHhUTth 
^yth'D^ithWi (6.83g, . 32.2mmol) § CCTjn^, WSCCm 

■ x^i/x-^;rafc#bfc. *»K8«€zKtt<b^-hU7^&iQ^ Bnftx 

Ufc. »^ET1IU, (3.89g) 

'H-NMR (CDCls) 6: 1.80 (4H, m), 2.54 (4H, m), 3.74 (2H, s), 3.92 (3H, 

10 s), 7.13 (2H. m), 7.45 (1H, m), 7.68-7.73 (3H, m). 
##011 2 2 



&zm 2 1 -c#e>nfc i-[(6-* b^-i-i-y^-M tf d <j s» 

15 (3. 63s. 15.0mmol) © 48 (75ml) fcttft lOOTJT! 6 l$MJl#l, 

-fV7*Dlf;WX— r;PT^tT, ftgfcftttl (2.45g) £$SM^£LT# 

'H-NMR (CDC1„ free base) <5 : 1.80 (4H, m), 2.71 (4H, m), 3.77 (2H, s), 
20 5.20 (1H, br), 6.78 (1H, d, J = 2.6 Hz), 7.85 (1H, dd, J =2. 6, 8.8 Hz), 
7.31 (2H, s-like) , 8.43 (1H, d, J = 8. 8 Hz) , 8.56 (1H, s). 

mmi 2 3 

2-pWM, 2, 3, 4-fh7k H nl>V [b] [1, 6] i~y^ U v>>-8-7 > 



25 1) 2-75 7-5-^bn^>X7^fk F- (l.OOg, 6.02mmol) £ l-*^ 
;i/-4-tMUiV > (0.89ml, 7.22mmol) <D2.9S—)V (108ml) »fl£fc4& 
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£*«tttf-HJ#A 0- 0ml) ^^MPtL 60t:T 1 P#M#bfc 0 

5 v-i-y/otf;i/X-x;Wl<fcD«ibT, 2-*3 t ;M--hD-l,2,3, i-.f- 
h7kHn^>!/W[l,flt75 1 'J^> (430mg) 

'H-NMR (CDClj) 6: 2.55 (3H. s), 2.92 (2H, t, J = 6.0 Hz), 3.32 (2H, t. 
J = 6.0 Hz), 3.82 (2H, s), 7.96 (1H, s), 8.10 (1H, d, J = 9.0 Hz), 8.40 
(1H, dd, J = 2.7, 9.0 Hz), 8.71 (1H, d, J = 2.7 Hz). 
io 2) StrfBl) 2-^?;H-- h n-l, 2, 3, 4-f h 7 k F n^>^ 
[bj [1,6]^-75 1 U^> (413mg, 1.70imol) t lOi&A^S^A-^©^ / — 

)v 0.5ml) mmm^mmmnrfv 2mrmwhfco mmzz^t^ z 

(315mg) *mco 

15 'H-NMR (CDC1,) 5: 2.51 (3H, s), 2.86 (2H; t, J = 6.0 Hz), 3.20 (2H, t, 
J = 6.0 Hz), 3.73 (2H, s), 3.88 (2H, br), 6.83 (1H, d, J = 2.4 Hz), 7.09 
(1H, dd, J = 2.4, 9.0 Hz), 7.53 (1H, s), 7. 80 (1H, d, J = 9. 0 Hz). 
##012 4 

[5- [ (4-7P *1 >i>)V) '>] -VM > h* MM? J -)V 



1 ) X.9-JV 5- 1 F U**/-m-' f > Y-)V-l-%M^sV— h (508mg, 
2.48mmol) , \-^U^-{^U^^)V)^y^.> (681ig, 2.72mmol) tm 
M^U^A (684mg, 4.95mmol) OTirh^hU^ (12ml) 80^1? 3 

tJ;i9MbT, -rvyDh!;i/X-x;PCJ;D^^bbT, 5-[(4-7 



H 



Bf 




20 
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D :**5/]-lH--f y K->-2-#;i^3r h (565mg) 

'H-NMR (DMS0-d 6 ) <5 : 1.33 (3H, t, J = 6.9 Hz), 4.32 (2H, t, J = 6.9 Hz), 
5.08 (2H, s), 6.98-7. 04 (2H, m), 7.18 (1H, d, J = 2.4 Hz), 7.36 (1H, d, 
J =8.7 Hz), 7.43 (2H, d, J = 8.4 Hz), 7.59 (2H, d, J =8.4 Hz), 11.77 
5 OH, s). 

2) I6IB1) TMtfcftfcX^JP h[(4-^Dt^>^)t+'>]-lH> 
H-JH^jV^yl/-b (300mg, 0.802mmol) 0fh7t HP77>(4ml) 
«F?ftC, 0^T#3MfcUWA7;i'5XtfA (60.8mg, 1.60mmol) £iP;L, 1 

-iVZfuM)VJL-7-)Vt^\^y\z^r)^mthX, (219ng) ft. 

'H-NMR (DMSO-dj) <5 : 4.55 (2H, d, J = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 
15 t, J = 8.4 Hz), 6.16 (1H, s), 6. 74 (1H, dd, J = 8.8, 2.2 Hz), 7.03 (1H, 
d, J = 2.2 Hz), 7.20 (1H, d, J = 8.8 Hz), 7.41 (2H, d, J = 8.4 Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 .(1H, s). 



20 4*-^PP-N-[6-[(N, N-i?*?)V7S/)*?-M-2-1-7?)V][Ul'-\£ 



&*m limit tert-y^ 6-l<X,K- i J*?)V7S./)*9-M-2-i-7? 
;i/#-A*-h (237 mg, 0.789 mmol) fth«j7;P*n|Hft (4 ml) \Z®ffi 

i6*u^a7|c»«*jda, siifji/tittiife. suti8c*te»*tt**cife 



mmmi 
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>7UU}£7x.~)V%)V-#>&. (184 mg, 0.789 mmol) tV^)]/7^. J tf U 
S J> (96.4 mg, 0.789 mmol). SN.N-y^^JV^AJi h*(4 ml)C}£fl?U 
fcfcTfc l-X5 1 ;U-3-(3-v J ^5 1 ;U7$y^Ptf>'W-^^^^ F&tttt 
(151 mg, 0.789 mmol) Sif 1 6 l*HS£#Lfc. K«tC«X^ 

5 ;k R«*u^AzK»«&ini^atHU *«jiftia*i***-«te*u as* 

-f Vr/DbT^X-T-^ (1:5) SlSafcU «lfift:^«l (207 

mg) Safi»*tUT#fc. 
10 'H-NMR (DMSO-de) 6: 2.19 (6H, s), 3.53 (2H, s), 7.45 (1H, <j, J = 8. 4 Hz), 
7.58 (2H, d, J = 8.4 Hz), 7.73 (1H, s), 7.85 (7H, m), 8.12 (2H, d, I = 
8.4 Hz), 8.45 (1H, s), 10.49 (1H, s). 
FAB(pos) : 415.2 [M+H] + 
St&: 230-231'C 

15 9mm 

4'^DD-N- [6- (1-tfP'J i?x;i^ ?jl/)-2-t7^] [1 , 1" - 1!7 xX 



20 A* — h (387 mg, 1.19 mmolK 4'-# PDt'7x^M>i (112 mg, 
0.482 mmol)£ffll>T> *JS09 1 tRIttoak^ftff 5 CttJ:0«iflS^«l 
(2 1 2 mg) £ 6 fiffi* i bT#fco 

'H-NMR (DMS0-d 6 ) 6: 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.46 (1H, 
d, J = 8.4 Hz), 7.57 (2H, d, J = 8.4 Hz), 7. 75-7.89 (8H, m), 8.12 (2H, 
25 d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
FAB(pos): 441.1 [M+H] + 

M£: 214-217TC GttilflSglK : IMx^u- 9 M V 7u Vfrx-rM 
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3 

4" -2 P P -N- [6- (1- tf< U * 7)V) -l-j- 7 3-M [U'-t:7i- 



A;*— h (100 mg, 0.42 mmol) t 4'-# P P t*7x— )VlJ)V$>fSt (116 mg, 

o.49mmoi)<£fflViT^i6f!ii tmUom^rv Z\t\z^r,^M^m(m 

'H-NMR (DMS0-d 6 ) 6: 1.41-1.51 (6H, m>, 2.37 (4H, m), 3.56 (2H, s), 7.46 
10 (1H, d, J = 8.4 Hz), 7.58 (2H, d, J = 8.7 Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8. 7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
MA: 220-222-C (Mtoftim : SHx^-^V^n fc^X— t)V) 

N-(4-^at7xZi;W-6-[(^^^T5y)/^W-2-^7h7 : 5 K 



#^J4T#fc N-(4-^P ; 67x^;W-6-(h *=?)V)-l-±7 h 

7$ F(349 mg, 0. 980 mnol) > h U X3MU75. >(0. 164ml, 1. 18 mmol) £ N, N- 

v^;i/*;kk7S K(5 >K^T^b^^>x;^x;Ko. 091 

ml, 18mmol)^jjn^J0^Mm^L,fccS^{C^^^;U7^>m^(160ig, 
20 96 mmol) i^^U^A (406 mg, 2.94 mmol) £iQ;L, 60^"? 16 f§M3t#L 

^yypt!;ux-x;i'^iP^^bb> im\kG®{m mg)£GM^£ 

25 'H-NMR (DMSO-dj) 6: 2.19 (6H, s), 3.57 (2H, s), 7.57 (3H, m), 7.81 (2H, 




5 



###!3-e#£ tert-73MI/ 6-(l-tf^U ^)V^)V)-2-i-7^)Vt>~- 



15 
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d, J = 9.0 Hz), 7.87 (1H, s), 8.00 (3H ,m), 8.54 (1H, s), 10.52 (1H, s). 

mt&M 5 

N- (4'-7 DD[1, V- t*7x^W -4-< )V) -6- [ (N, N- 5PJV7 ^ 7 ) ^ ? 
;W -2-^7 h 75 K 




MIM 4 N- (4-7P ^£7 x-JW -6- [ irJ * 5 J ) ;* -2-^ 
7 h75 I 5 (128 mg, 0.334 mmol), 4-7DP7xr^M?P>B|(62.7 mg, 401 
mmol), 2^M^-hU7A(0. 668 ml, 1.34 mmol)£>>* h^;>X^> (3 
iDl)i5 i h7k>P77>(0.3inl)OS^SflKC»»U- a*£H&T» 
10 7+Xh'J7xii;^X7-f 7/1^77A(11.6 mg, 0.01 mo1)*J0^ 90*0 

*7A^n7h^77^- (Wl.;filifiW C«kD«ll!U mm 
^mmx^)Vt-M yfu&VX-v-JV (1 :3) <DM&®WLfr*>1£MifcV, 

15 3aBlT3-&% (42 mg) &&&m*tLTWco 

•H-NMR (DMS0-d 6 ) 6 : 2.21 (6H, s), 3.59 (2H, s), .7.51 (2H, d, J = 8. 7 Hz), 
7.59 (1H, d, J = 8.1 Hz), 7.72 (4H ,m), 7.89 (1H, s), 7.95 (2H, d, J = 
8.7 Hz), 8.05 (3H, m), 8.58 (1H, s), 10.53 (1H, s). 
M& : 240-242TC 

20 MtfcW 6 

4' -7 P O-N- [2- [ (N, N-S>* ?)V7 5 7)^ ?M -6-* J U ~M W , 1* - M 
7x-Jl/]-4-*;P^^rit5 H 




1 ) 5 Tfftfc N- [2- ( fc H D * 9-M -6-* y U -M 7-fe h 7 5 



WO 01/82925 



107 



PCT/JP01/03614 



H (92.3 mg, 0.427 mmol) ' t h UX3\JU75 > (0.0712 ml, 0.512 mmol) 

^n,n-y^M)VA7s. f(2 iDcmu *?frT, m^^tji^x 

;l/ (0.0396 ml, 0.512 mmol) 3 OftfflMWLtc. W.1^W.\ZV^)V 

75.>W£M (69.6 mg, 0.854 mmol) ii^MftU^A (177 mg, 1.28 mmol) 

5 *n?L, 6otTi <omm.whfco %.fomz$mtsw atrm^jp^ 

14- (M|gI;SilWW iai3i!lbJ-[2-[(N;N-^^fJl/7$;) 
/^;W-6-^y Un;W7-feh75 H (71.9 mg) £«tl£bT#fco 
10 'H-NMR (CDCI3) 6: 2.25 (3H, s), 2.34 (6H, s), 3.76 (2H, s), 7.45-7.58 
(3H, m), 8.02 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 Hz), 8.31 (1H, 
s). 

2 ) mm 1 ) T#£ N- [2- [ (N, N-^^ 9-)V7 5/)/ -6-+ 7 U x;W 
N7S H (1. 9 mg, 0. 296 mmol) (1.5ml) HOC 

15 T2P#IWJK#Lfc. »tt£*ffiTfc«*U aHEfc!S»*U^A*»«*lP 

(68.8 mg, 0.296 mmol) tVtf-JVTS J tf U (36. 1 mg, 0.296 
mmol)^N,N-^^^;i/#;t'A75 F(1.5 ml)C»#U l-X^-3- 
20 (3-^3^75 /:/Pt£;i/)-#;i^iM 5 Fi£M& (56.6mg, 0. 296 mmol) 
m- fKl6lFWbt U £ A*«F«ft36PA\ » 

4- «W»» ; B»X^JW C«kO»»U Mx^-SMVTW;]/ 
25 X-xJU (1:5) »6«WkU Mft^ft (60.6mg) £fi&*&*£LT 

'H-NMR (DMS0-d 6 ) 6: 2.23 (6H, s), 3.67 (2H, s), 7.58 (3H, -m), 7.82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, J = 8.4 Hz), 8.29 (2H, d, J = 
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8.4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 (1H, s). 
FAB(pos) : 416.1 [M+H] + 
: 219-221X3 . • 

4' - 7fr* u -N- [2- (i - tf p u -6-* / u ~; W [1 , r - 1* 7 x 




1) #^j5Tt#fcN-[2-(tFP+^^W)-6-^/U^;U]T-bh75 

10 N-[2-(l-tfPU^;M^W-6-^/U-;WT-feh75 F^fittttb 

'H-NMR (CDC1 3 ) 5:1.85 (4H, m), 2.24 (3H, s), 2.70 (4H, m), 3.99 (2H, s), 
7.58 (2H, m), 7.80 (1H, s), 7.98 (1H, d, J = 9.0 Hz), 8.07 (1H, d, J = 
8.4 Hz), 8.29 (1H, s). 
15 2 ) Mi 0 T#fc N-t2-(l-tf D U S^M^WHMV U -M 7± h 

'H-NMR (DMS0-d 6 ) 6:1.76 (4H, m), 2.61 (4H, m), 3.94 (2H, s), 7.36 (2H, 

m), 7.59 (1H, d, J = 8.4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 

20 d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz)., 10.61 (1H, s). 

FAB(pos): 426.1 [M+H] + 

: 190-193-C (tg&imm : ff|I^-^V7'nWH J f;W 

4' -i? u a-N-[2-(i-tro u v-)\,*?)v)-s-*r; u [i, l'-t^x-- 

25 ;W-4-A;P#^5h* 
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mum 7 v> ira#£ N-C2-o-tfn u s^ppww-b-^ u ~m t± b 

5 'H-NMR (DMS0-d 6 ) 6: 1.77 (4H, m), 2.65 (4H, m), 3.98 (2H, s), 7.59 (3H, 
m), 7.59 OH, d, J = 8. 4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d, .J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 442.1 [M+H] 4 

M& : 200-202^ (&£lfc£*g : ffifcx^-SM' V^nt^X— t)V) 

io 

4' -7;i/^p-n-[2-(i-^^u yrjM?;w-6-+; »j x;w ti, r -if 71 




1 ) ##00 5 TWc N- [2- ( h F P ;* -6-* J U XJW 7-k h 7 5 
15 Fttr^.U>>>£ffl^T, «^<21)£l^©f£f££tT5££*;:<fcD> 

N-[2-(i-tr^'J^x;i//^;i/)-6-+y Ux;i/|7-feh75 FSreM^b 

'H-NMR (CDClj) 6: 1.47 (2H, m), 1.64 (4H, m), 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (1H, dd, J = 2.4, 9.0 Hz), 7.60 (1H, s), 7.67 (1H, 
20 d, J = 8.4 Hz), 7.98 (1H, d, J = 9.0 Hz), 8.08 (1H, d, J = 8.4 Hz), 8.30 
(1H, d, J = 2.4 Hz). 

2) MIB1) T#fcN-[2-(l-lf^'J^x;M5 1 ;W-6-^/Ux;W7-feh 
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■H-NMR (DMSO-d 6 ) <5 : 1.44 (2H, m), 1.56 (4H, m),. 2. 50 (4H, m), 3.77 (2H, 
s), 7.35 (2H, m), 7.60 (1H, d, J = 8.7 Hz), 7.81-8.14 (8H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz), 10.61 (1H, s). 
FABCpos): 440.2 [M+H] + 
5 M : 202-204X: GMfl&Ftt : »|X^-^ V^n If^X-^W 

mmm 1 o 

4* a □ -N- [2- (i - tf ^ u ^xjm w -6-^ j u x>] [i,r-k*7i.- 



io mm 9 o i)T#fc N-[2-(i-tf^'J 5?n;M^;W-6-*y U xjM 7-fe b 

ts^*ff 5 c tic J: o , as«{fe£**esi&*£ b-twc 

'H-NMR (DMS0-d 6 ) (5: 1.47 (2H, m), 1.61 (4H, m), 2.50 (4H, m), 3.33 (2H, 

s), 7.61 (3H, m), 7.81-7.90 (4H, m), 7.98-8.15 (4H, m), 8.34 (1H, d, J 
15 =8.4 Hz), 8.57 (1H, s), 10.65 (1H, s). 
FAB(pos) : 456.1 [M+H]* 

UjUl : 211-213'C (*&Afc$$ : ffiWtX?)l-*M &VX.-t)V) 

mmm 1 1 

4' u o-n- [2- (4-^;!^ U x;M 9-) W -6-^ 7 U XJ W [l,l'-k'7x- 
20 jW-l-*jW^S H 



1) #.#f!|5T#fcN-[2-(t Kn*~>*? 1 ;W-6-*y Ux;W7"feh75 

n- [2- (4-^* u x;m -6-+ y u x;m 7-fe h 7 5 f t br# 
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'H-NMR (CDClj) 6 : 2.25 (3H, s), 2.55 (4H, t, J = 4. 5 Hz), 3.75 (4H, t, 
J = 4.5 Hz), 3.81 (2H, s), 7.42 (1H, br), 7.51 (1H, dd, J = 2. 4, 9.0 Hz), 
7.60 (1H, d, J = 8. 4 Hz), 8.01 (1H, d, J = 9.0 Hz), 8.09 (1H, d, 1 = 8.4 
5 Hz), 8.32 (1H, d, J = 2.4 Hz). 

2 ) tm 1 ) T?»fc N- [2- tt-^W* U ?M -6-4- / U ~M 7±h 

'H-NMR (DMS0-d 6 ) 5 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
10 3. 74 (2H, s), 7.59 (3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.88 (2H, d, J = 
8.4 Hz), 7.97 (1H, d, J = 9.0), 8.04 (1H, dd, J = 9.0, 2.1Hz), 8.13 (2H, 
d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 
(1H, s). 

Tt^kftffim C 2I H 24 ClN 3 0 2 i:LT 
15 ff-Hfit : C, 70.81; H, 5.28; N, 9.18. 
Ill : C, 70.66 ; H, 5.31; N, 8.90. 

236-23813 (Wi : H&X3\>l/-iM V^U\L)\,^.-=t)V) 

%W9\ 12 • 

N-[2-(4-^;i/^un;u/^;w-6-^y u~;w [i. v-vyx-M-trXfr 

20 F 




mmm n©i )-e#fc n-[2-(4-*;wj -)v*^)V)-s-*j u 7-t 

25 'H-NMR (DMSO-d 6 ) 5 : 2.47 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.44 (1H, m), 7.53 (2H, m), 7.61 (1H, d, J =8.4 Hz), 7.78 
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(2H, d, J = 7.5), 7.88' (2H, d, J = 8.4 Hz), 7.97 (1H, d, J = 9.0 Hz), 
8.04 (1H, dd, J = 9.0, 2.1 Hz), 8.12 (1H, d, J = 8.4 Hz), 8.30 (1H, d, 
J = 8.4 Hz), 8.53 OH, d. I = 2. 1 Hz), 10.59 (1H, s). 
. 7G*##HI ' CnW, • 0. 5H 2 0 t UT 
5 ftM : C, 74.98; H, 6.06; N, 9.72. 
Hit : C, 75.08; H, 6.07; N, 9.80. 

: 214-215'C (ISil^I : IWX^-'^ V^U \>H,X.-t)V) 

mum 1 3 

4' -7 )V* P-N- [2- (A-Wfc U =.fr*?-)V) -6-* j u ~;W [1 , r - tf 7 x 
10 -Jl/MsfrJl^lfS H 



«mi i©i)-e#fcN-[2-(4- ; E;^U-J^5 t ;W-6-^yu-;W7'fe 

h75H*J|V>T> «^J6©2) ^^©^Sffaili^J;?), M<b 

15 'H-NMR (DMSO-de) <5 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.35 (2H, m), 7.61 (1H, d, J = 8. 4 Hz), 7.84 (4H, m), 7.96 
(1H, d, J = 9.0 Hz), 8.04 (1H, dd, J = 9.0, 2.4 Hz), 8.12 (2H, d, J = 
8.1Hz), 8.30 OH, d, J = 8.4 Hz), 8.53 (1H, d, J = 2.4 Hz), 10.59. (1H, 
s). 

20 7C*#Wtt C J7 H z4 FN 3 0 2 i:bT 

ft&m : C, 73.45; H, 5.48; N, 9.52. 
: C, 73.37; H, 5.36; N, 9.52. 
MA: 211-212X3 (MAftflHK : WfcWP-SM' V^Dfc^x-r^) 



6 _ (4 _^ x -;p) -N- [2- U ~)V * 9-)V) -6-* >> U -JW - □ 
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$mm 1 1 © d n- [2- (4-^* u -)v*?-m -z-* j u r± 

5 'H-NMR (DMSO-dj) 6 : 2. 39 (3H, s), 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (1H, d, J 
= 8.4 Hz), 8.01 (2H, m), 8.12 (3H, m), 8.31 (1H, d, J = 8.4 Hz), 8.42 
(1H, dd, J = 8.4, 2.4 Hz), 8.52 (1H, d, J = 2.4 Hz), 9.23 (1H, d, J = 
2.4 Hz), 10.72 (1H, s). 
10 7C3I#M C„H 26 N 4 0 2 - 0. 5H 2 0£LT 
fH?ll: C. 73. 95; H.5.98; N, 12. 78. 
nWim : C, 73. 92; H, 5.92; N, 13. 01. 

MA: 2i4-2i6°c («*fls«tt» : WflUx^-^ y^Db!;wx-^;W 

mmm 1 5 

15 N-[2-[(^/^75y)^5 1 ;i/]-6-+y , J^;W[l,l , -tf7x^;l/3-4-* 




6 O 1 ) N- [2- [ (N, N 7 v?7 3M1/7 5 J ) * ?M -6-* 7 U ~;W 

'H-NMR (DMS0-d 6 ) 5 : 2. 23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8. 1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (1H, d, I = 2. 1 Hz), 10.59 (1H, s). 
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Ttmmm- w 3 o tvx 

fHMt:C, 78.71; H, 6.08; N, 11.02. 
&Mt : C, 78.44; H, 6.07; N, 11.01. 
fflljfit: 191-194*0 IWX^W-SMV^O WPX-tJW 

5 1 6 

N-[2-[(^^75y)^^;w-6-^yu-;w-4*-7;^p[i,r-tf7 



10 7th75Ht4'-7;l/tDk'7xr:jWM>l^^T, »fJ6©2) 

'H-NMR (DMSO-de) 5 : 2. 23 (6H, s). 3.67 (2H, s), 7.35 (2H, m), 7.58 (1H, 
d, J = 8. 4 Hz), 7.84 (4H, m), 7.96 (1H, d, J = 9.0 Hz), 8.04 (1H, dd, 
J = 9.0, 2.3 Hz), 8.12 (2H, d, J = 8.4 Hz), 8.28 (1H, d, J = 8.7 Hz), 
15 8. 52 (1H, d, J = 2.3 Hz), 10.58 (1H, s). 
Ttmfttirm C 25 H„FN 3 0<hbT 
tUM : C, 75.17; H, 5.55; N, 10.52. 
$IMt : C, 74.89; H, 5.60; N, 10.52. 
®i& : 205-208 c C (ffijfc{k£tt : BftnfJV- *M V 7°P fc!;UX— 5\>W 

20 mmm 1 7 

n- [2- i&*5-ji'7 5 / ) ^ 3\>w -6-* y u x;w -6- (4-* 3^7 x xno x 



« 6 CD 1 N-[2-[(N,N-^^^75 7) pWW-6-*/ UXJW 




N 



Me 
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'H-NMR (DMS0-d 6 ) 5 : 2.23 (6H, s), 2.39 (3H, s), 3.67 (2H, s), 7.36 (2H, 
d, J = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.02 (2H, m), 8.12 (3H, ,m), 
5 8.30 (1H, d, J = 8.7 Hz), 8.42 (1H, dd, J = 8.4, 2. 4 Hz), 8.51 (1H, s), 
9.22 (1H, d, J = 2.4 Hz), 10.72 (1H, s). 
7C^#« C 25 H 24 N 4 0£LT 
ff-liffi : C, 75. 73; H, 6.10; N, 14.13. 
nWiM : C, 7.5.44; H, 6.19; N, 14.12. 
10 M : 220-222-C : I»X3\>W- 5M V t^X-xJW 

%W8\ 1 8 

4' -Z P O-N- [2- [ (2, 5-i^ ?)V-\- M O V y-jW ;* -6-* / U X 

jl/][i,i'-t:7xn;i/]-4-*;i/^it5 H 



15 1) ##^5-e#fcN-[2-(t HD^>-^5 1 ;W-6-^/U-jU]7-feh75 
H i: tf * U v^T> 6 © 1 ) t mM<D&ft*fi o Z. £ fcck t) , 

N-[2-[(2, B-S^^JM-tfnU 5>x;M jWMHMf^ U-;W7-fe h75 H 

•H-NMR (CDClj) 6 : 0.99 (6H, d, 6.0 Hz), 1.86 (4H, m), 2.24 (3H, s), 2.72 
20 (2H, m), 3.98 (2H, s), 7.53 OH, dd, J = 2. 2, 9.0 Hz), 7.69 (1H, d, J 
= 8.4 Hz), 7.80 OH, br), 7.97 (1H, d, J = 9.0 Hz), 8.03 (1H, d, J = 8.4 
Hz), 8.29 (1H, s). 

2) 10131) -C#/cN-[2-[(2,5-i>^5 1 ;U-l-t!DU^r:JW^5 1 Jl'3-6- 

FAB(pos) : 470.2[M+H] 4 



Me 
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mmm r 9 • 

N- [2- [ (2, 5->> ;* M O U 5?=J W * W -6-* / U -4" -7 

D[l.r-lf7x=JW-4-*;P#*-S-5 H 



Me 




HJgflil 1 8 CD 1 N-C2-[(2, ;* -6- 

FAB(pos) : 454. 2[M+H] + 
2 0 

N- [2- [ (2, 5-^ 5f ;M- 1: D U ?=.)V) * 3\>M -6-* / U -JW [1 . 1 ' - tf 7 



Me 




1 8 © 1 N-[2-[(2, 5-^^ 5M/-1-HD U 5>:i;W>WW-6- 

15 ££0, *H<b'&'«ft«fi»*i:l/ , r#fc. 
FAB(pos) : 436.2DI+H3* 
HJSfll 2 1 

4- (4-/ tf * U 9-)V) -N- [2-(l-tf P U 3>njM ^jW-6-*y U - 
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mmm 7<dd ante n- [2- ci-tr □ u >>x';m -6-* j u xjw 7-t h • 

'H-NMR (DMSO-d 6 ) 6 : 0.98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 in), 1.74 (2H, m), 1.80- (4H, m), 2.62 (4H, m), 2.86 (2H, m), 3.85 (2H, 
m), 3.94 (2H, s), 6.95 (2H, d, J = 9.0 Hz), 7.57 (1H, d, J = 8.7 Hz), 
7.65 (1H, dd, J = 2.4, 8.7 Hz), 7.81 (2H, d, J = 9.0 Hz), 7.90 (1H, br), 
8.05 (1H, d, J = 8.7 Hz), 8.10 (1H, d, I = 8.7 Hz), 8.45 (1H, d, J = 2.4 
Hz). 

10 FAB(pos) : 429. 3[M+H] 4 

200-202-C (£Aft$» : BfMx^U- SM V ?U fc^X~rJl/) 

mmm2 2 

4-(2-^-^V-l-t!^>J^XJW-N-[2-(l-HoU^XJl/^5 i ;W-6-^y UX 



mt&w 1 o 1 N-oo-trD u $>x;ioww-6-*y u x;w 7-t h 

75F&/BWr, «0O6©2) tlRlfi|©^*ff'5i:tfcJ:0> ^JH&& 

'H-NMR (DMSO-de) .5 : 1.84 (4H, m), 1.98 (4H, m), 2.62 (6H, m), 3.70 (2H, 
20 m), 3.94 (2H, s), 7.38 (2H, d, J =.8.4 Hz), 7.59 (1H, d, I = 8.4 Hz), 
7.68 (1H,. dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.06 (1H, d, 
J = 9.0 Hz), 8.11 (1H, d, J = 8.4 Hz), 8.30 (1H, br), 8.45 (1H, d, J = 
2.3 Hz). 

FAB(pos) : 429. 2 [M+H] 4 
25 M£: 210-212*; (flgAfttttt : *mz&)V-*MVfu WPX—rJW 

torn 23. 

4' D 0-N-[2-[[(2R, 6S)-2, i?=JVl*?M-6-* 




15 
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J U -;W [ 1 . 1 ' - if 7 xn;n -4-* 5 K 




###J 8 T?# e> tlfc 4" P P -N- [2- (7 P P * 3=JW -6-+ J u =. 
;W [1, 1' -f7i-JW-4-AM^5 H (100 mg, 0.246 mmolK (2R.6S)- 
5 2,6-$?;WHMU$»<0.331 ml, 2. 46 mmol) £R|fc& 'J t> k (67. 9 mg, 
0.491 mmol)0i?^5 1 JWl'A75 FO.5 ml) 80t:*C3l$fiflft#b 

-;pt^y7*PK;wx-7 i ^T?ii*ife»bTJttMb^* (65mg) *B*tL 

10 'H-NMR (DMSO-de) 5 : 1.01 (6H, d, J = 6.0 Hz), 1.29 (2H, m), 1.61 (4H, 
m), 2.52 (2H, m), 3.96 (2H, s), 7.59 <2H, d, J = 8. 4 Hz), 7.75 (1H. d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.-4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8. 4 Hz), 8.53 (1H, 
s), 10.61 (1H, s). 

15 FAB(pos) : 484CM+H] 4 

mtm 2 4 

4'-^PP-N-[2-[(4-^9 1 ;U-l-tf^^^^W^5 1 ;W-6-^y U- 




20 ##^8-e#^nfc4*-7PP-N-[2-(7PP^^;w-6-^y ux 

;u][i,i'-k*7x^;W-4-*;^^-tJ-5 Kfcfflwr> mm 2 3tra*oaMP 

'H-NMR (DMS0-d 6 ) 5 : 2. 16 (3H, s), 2.35-2. 50 (8H, m), 3.73 (2H, s), 7.58 
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(3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.96 (1H, 
d, J = 9.0 Hz), 8.04 (1H, i), 8.13 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J 
= 8.7 Hz), 8.53 (1H, s), 10.61 (1H, s). 
FAB(pos) : 471. 2CM+H] 4 
5 MjA : 215*0 (ftffi : IMX^-SM 77p fcWx-5 1 

4' P P-N- [2- [ (2-* 3MW4, 5-5> fc H P-1H--T S M-)V-\ ~^ M * f 



8 T?» 6 tlfe 4' P □ -N- [2- ( £ p P )K =?)V) / U X 

'H-NMR,(DMS0-d 6 ) 5 : 1.97 (3H, s), 3.21 (2H, t, J = 9.0 Hz), 3.52 (2H, 
15 t, J = 9.0 Hz), 4.56 (2H, s), 7.46 (1H, d, J = 8.4 Hz), 7.58 (2H, d, I 
= 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.97 (1H, 
d, J = 9.0 Hz), 8.07 (1H, dd, J = 9.0, 2.1Hz), 8.13 (2H, d, J = 8.4 Hz), 
8.34 (1H, d, J = 8.4 Hz), 8.56 (1H, d, J = 2. 1 Hz), 10.63 (1H, s). 
FAB(pos) : 455 [M+H] + 
20 nffiW2 6 

4' P P-N- [2- (1 , 3-^7 7 U 5> >-3-f )V* -6-* J U X)M [1,1'- 



10 
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##$1 8T#5*ifc 4' -7 o p-N-[2-(7 nn^fjW-fi-^y U n 

'H-NMR (DMSO-de) <5 : 2.94 (2H, t, J = 6.0 Hz), 3.12 (2H, t, J = 6.0 Hz), 
5 3. 78 (2H, s), 4.09 (2H, s), 7.58 (2H, d, J = 8. 6 Hz), 7.70 (1H, d, J = 
8.0 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 (2H, 
m), 8.14 (2H, d, J = 8. 6 Hz), 8.34 (1H, d, J = 8. 8 Hz), 8.56 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 460[M+H] + 
10 £ffiM2 7 

4' -7 P P-N- C2- [ (2, 2, 6, 6-x h 7 * ?)V-\- tf ^ U * ?M -6-* 

/U=yW[i,i'-if7xn;W-4-*;pJi5+U-5 H 




• 8 T'# <S» tltz 4' -7 D □ -N- [2- ( 7 P P / 3S) W -6-^r J U - 

15 ;W [i, i'-tf7x^;W-4-*;u^it5 Kftffl^T;sWS«2 3 tB«o»fP 

'H-NMR (DMS0-d 6 ) <5 : 1. 02 (12H, s), 1. 56 (6H, m), 4.01 (2H, s), 7.59 (2H, 

d, J = 8.4 Hz), 7.90 (6H, m), 7.99 (1H, m), 8.13 (2H, d, J = 8.0 Hz), 
8.27 (1H, d, J = 8.8 Hz), 8.51 (1H. s), 10.59 (1H, s). 
20 FAB(pos) : 512[M+H] + 

•$mmz 8 

4' -^pp-N-[2-CC4-(2-tfU s^JM-i-tW^ryM *5\>M-6-*y U 
~)V\ [l, i , -k*7xnji/]-4-*;^4l^5 F 
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• ###J 8 T# &nfc 4' -£p D-N- [2- (7 p p ^ -6-* 7 U ~ 

5 'H-NMR (DMS0-d 6 ) <5 : 2.36 (4H, m), 3.31 (4H, m), 3,60 (2H, s), 6.43 (1H, 
m), 6.61 (1H, d, J = 8.8 Hz), 7. 32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7. 75-7.95 (5H, l). 8.11 (1H, d, J = 8.4 Hz), 8.36 (1H, s), 10.42 (1H, 
s). 

FAB(pos) : 534[M+H] + • • 

io mmm 2 9 

4'-^PP-N-[2-[[4-(2-7^7x^;i/)-l-tf^U> ? -;W75 1 ;W-6-^ 
. J U ZL) V\ [1 , 1 ' - M 7 x~ ) w -*-*;p#*u- 5 J* 




8 T# £ tlfc 4' -7 P P-N- [2- (7 P P 7 W) -6-^ y'J - 
15 ;i/][l,l , -lf7x^JW-4-*;W#*U-S HSffl^T, *S£#I2 3£E«©SW£ 

'H-NMR (DMS0-d 6 ) 6 : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 
m), 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 (2H, d, J = 8.4 Hz), 7.67 (1H, 
d, I = 8.8 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 
20 (2H, m), 8.14 (2H, d, I = 8.4 Hz), 8.32 (1H, d, J = 8.4 Hz), 8.55 (1H, 
s), 10.63 OH, s). 
FAB(pos) : 546 [M+H]* 

mmm 3 0 

4' -7 P P-N- [2- [ [4-<3-* ?)V7 x-;P) -1- tf^ U V-)V\ * 9\>M -6-* 
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10 



15 



20 




8 T?# 6 tl/c 4" -7 □ P-N- [2- (7 P P * 5\>M -6-* 7 U ~ 

'H-NMR (DMSO-dj) <5 : 1.71 (4H, m), 2.20 (3H, m), 2.27 (3H, s), 2.97 (2H, 
m), 3.57 (2H, s), 7.06 (4H, m), 7.59 (3H, m), 7.82 (4H, m), 8.02 (2H, 
m), 8.12 (2H, d, J = 8. 4 Hz), 8.35 (1H, m), 8.54 (1H, s), 10.61 (1H, s). 
FABCpos) : .546[M+H] + 

mt^m 3 1 

4' -7 P P -N- [2- [ [4- (4-* ?)V7 x =.)V) S?n;W ^ -6-* 
7 U-;W [1, f -If 7iZ;W-*-*^fS H 




###1 8 Tf# 6 ttfc 4' -7 P P-N- [2- (7 P P * W -6-* J U - 
;W [1, l'-k*7x~;i,]-4-#J!/^*+J-5 FSfflViT, 3 fcWWI©iWt* 

sirs c t o , nmfc^zmm^t Lxmc 

'H-NMR (DMSO-dj) <5 : 1.71 (4H, m), 2.20 (3H,.m), 2.26 (3H, s), 2.96 (2H, 
m), 3.78 (2H, s), 7.12 (4H, a), 7.61 (3H, m), 7.83 (2H, d, J = 8.6 Hz), 
7.90 (2H, d, I = 8.6 Hz), 8.03 (2H, i), 8.14 (2H, d, J = 8.2 Hz), 8.31 
(1H, d, J = 8.4 Hz), 8.55 (1H, s), 10.63 (1H, s). 
FABCpos) : 546[M+H] + 

mmm s 2 

4'-7 P P-N- [2- [ (2-7 x -J1/-4, 5-yk FP-1H--T 5 TV-JU-W )V) * 
J-M - 6-+ J U -J W [1 , 1 ' - tf 7 x =.)V] -4-* J W^tf ^ H 
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##08 8 T'# S> fttt 4' P D-N- [2- P n * -6-4VU ~ 

5 'H-NMR (DMSO-dj) <5 : 3.46 (2H, in), 3.82 (2H, m), 4.51 (2H. s), 7.48 (3H, 

m), 7.61 (4H, s), 7.79-8.16 (9H, m), 8.36 (1H. d, J = 8. 8 Hz), 8.58 (1H, 
d, J = 1.8 Hz), 10.65 (1H, s). 
FAB(pos) : 517[M+H] + 

mmm 33 

0 4 , -#PP-N-[2-(3,4-^fcFP-l(2H)-*>' »Jn;ioWW-6-*y U- 

;w [1, 1- -K7xn;W-4-*;^*u-5 H 




8 T»# 6 ftfc 4" P P-N- [2- P P ^ 5 1 JW -6-^ J 1 J ~ 

;W [i,r-tf7x^;W-4-*;i/^^5 F£JBwr, ff|»2 3 

'H-NMR (DMS0-d 6 ) 5 : 2.00 (2H, m), 2.79 (2H, m), 3.55 (2H, m), 4.70 (2H, 
s), 6.47 (2H, m), 6. 82-6.94 (2H, m), 7.38 (1H, d, J = 8. 4 Hz), 7.58 (2H, 
d, J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 
(2H, m), 8.13 (2H, d, I = 8.4 Hz), 8.27 (1H, d, I = 8.4 Hz), 8.55 (1H, 
20 d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 504CM+H] 4 
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mmm3 4 

4' D P-N- [2- (3, 4-v> t K P-2 OH) V *J U r^U) -6-*/ U 

-M [i, i'-if7x^;W-4-*;i/^it5 H 



5 ##^J8T^e»tlfc4'-^Pa-N-[2-(^Dn^^)-6-^y U- . 

;n [l, r-tf7x^;w-4-#;^*+i-^ H&ffl^r, Mm 3 tmmoxm 

'H-NMR (DMS0-d 6 ) 6 : 2. 77-2. 83 (4H, m), 3.64 (2H, s), 3.93 (2H, s), 
7.03-7.11 (4H, m), 7.57 (2H, d, J = 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
10 7.82 (2H, d, J = 8.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 8.12 
(2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.54 (1H, s), 10.62 (1H, 
s). • 

FAB(pos) : 504 [M+H]* 

mmm 3 5 

15 4' o P-N-[2-(2, 3-yk H P-1H-T > K-^-W ^jWW-M 1 / U 
-)V\ [1, r -t*7xn;H-4-*;u^it5 H 



#%#g 8 -e#e>tifc 4' - # p p-N- [2- p n *?-;w-6-*y V - 

'H-NMR (DMS0-d 6 ) 5 : 2.96 (2H, m), 3.43 (2H, m), 4.53 (2H, s), 6.61 (2H, 
m), 6.95-7. 09 (2H, m), 7.57 (3H, m), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, 
d, I = 8. 8 Hz), 8.02 (2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.32 OH,' d, J 
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= 8.8 Hz), 8.55 (1H, d, J = 2.2 Hz), 10.63 (1H, s). . 
FAB(pos) : 490[M+H] + 

4' p p-n- [2- (m--r 5 *? s J—)v-\-'i ;m '9-m -e-* j u w a. r - 

5 tf7i-JW-4-Ai^^t5 H 




#%^J 8 T# 6 nfc.4' p P-N- [2- P P * f-)V) -6-4 J U - 

10 'H-NMR (DMSO-de) 6 : 5. 49 (2H, s), 6.96 (1H, s), 7.28 (2H, m), 7.58 (3H, 
m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.12 (2H, d, J = 8.6 Hz), 8.35 (1H, d, I = 8.4 Hz), 8.57 (1H, d, J = 2.2 
Hz), 10.65 (1H, s). 
FAB(pos) : 439[M+H] + 

i5 mmm 37 

4 > D D _ N - [2- [(4-7 X-JI/-1- * -6-4/ U - 

;W[i,r-k*7x-;w-4-*;i/^4iJ-5 p 



###| 8 g ftfc 4' p d-N- [2- 07 P P ^ 3^W-6-^/ U - 

20 ;w [i,r-tf7xn;W-4-*;i/^4-t»-5 HfcJB^t, M#J2 3 £RH$®ift# 

'H-NMR (DMSO-de) 6 : 2.62 (4H, m), 3.17 (4H, m), 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, I = 7.8 Hz), 7.20 (2H, m), 7.58 (2H, d, J = 8.8 Hz), 
7.69 (1H, d, J = 8.8 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, I = 8.6 




u 



H 



CI 
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Hz), 8.01 (2H, m), 8.14 (2H, d, I = 8.6 Hz), 8.32 (1H, d, J = 8.6 Hz), 
8.56 (1H, d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 533EM+H]* 

mmm 3 8 

i-tf^Uv>^;i/^ws h 

0 

■\ 

I 

H 

9 Tf#fe 2-(l-bf P U z?~)V^)V)-§-*; U ~)VT^ > (500 ng, 
2.2 mmoDttf US?> (0. 356 ml, 4.4 mmol)©-r h^b HP75>»tt (11 
10 ml)t, 3K?frT, 4-XbP7xx;i/#PP*;M-h (488 mg, 2.42mmol)£ 

(11 ml) fciPAfc. SIT. *#tfcj$*& 4-(4-7MD7xr:JW tMU 
ttKtt (569 mg, 2.64 mmol), 4&fcfc&fcf b U £A#»*t (0.66ml)£in 

DttfiU ffixf^ - *^ y 7"n WH-fM (612 mg) 

'H-NMR (DMS0-d 6 ) <5 1.57 (2H, m), 1.64 (4H, m), 1.82 (2H, m), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, n). 3.81 (2H, s), 4.34 (2H, m), 7.12 (2H, 
20 m), 7.31 (2H, m), 7.51 (1H, d, J = 8. 4 Hz), 7.82 (2H, s-like), 8.07 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.83 (1H, s). 
FAB(pos) : 433. 2[M+H] + 

206-207°C GBJMti&g : WttX^-SM 77*0 K^X-tW 
r !i 3 9 ' 

25 4- 7 x -;m- [2- (i - M p u v=.)v* V) -6-* j u =; w - 1 - tf ^ u v > 
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#%01J 9 2-(l-k!P U u -;ut$ >£/BV>T, 

3 8 ifl»©JWESff3 bT# 

5 'H-NMR (DMSO-de) (5 : 1. 59-1.85 (8H, m), 2.50 (4H, m), 2.73 (1H, m), 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H, m), 7.20-7.34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, d, J = 8.4 Hz), 
8.83 (1H, s). 
FAB(pos) : 415.3LM+H]* 
10 M: 187-189*0 : lUlf^-^ V^nWH-f ;W 

mmm 4 0 

4- (4-^7 p p y x -N- [2- a- p u 5>:=;m -6-* y u ^; W -1 - 



15 ##^j9-e#fc 2-o-ifp'J^;i/y^;u)-6-^y d~;u7$>£|bv>t, 

'H-NMR (DMS0-d 6 > 6 1.58 (2H, m), 1.72 (4H, m), 1.80 (2H, m), 2.50 (4H, 

m), 2.79 (1H, m), 2.92 (2H, m), 3.82 (2H, s), 4.33 (2H, m), 7.34 (4H, 

20 m), 7.51 (1H, d, J = 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, 
d, J = 8.4 Hz), 8.85 (1H, s). 
FAB(pos) : 449.2[M+H] + 

M : 205-C Vm (tetikWm : WSt^V- *M V7°U WVJL-r 
)V) 
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5 ##^J9T#fc2-(l-t!PU> ? -^^^)-6-^y V~)\>TS.>*m^T. 

'H-NMR (DMS0-d 6 ) 6 : 1.55 (2H, m), 1.72 (4H, m), 1.78 (2H, m), 2.27 (3H-, 
s), 2.50 (4H, m), 2.72 (1H, m), 2.91 (2H, m), 3.81 (2H, s), 4.32 (2H, 
10 m), 7.13 (4H, m), 7.51 (1H, d, J = 8.4 Hz), 7.82 (2H, s-like), 8.08 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.84 (1H, s). 
FAB(pos) : 429. 3CM+H] 4 

M : 214-216'C (UnfMbM : #»X^-S?-f V?U WVX-tM 

mm 4 2 

is 6-(4-^ h^'>7xx;w-N-[2-(i-tfoU5?x;M5 i ;i/)-6-^y yx;Wx. 




IWJ 7 <d i )-e#fc N-[2-(i-tfn u >>-;M5M»-6-^/ u x;w 7-fc h 
75F£fflV>T, 5WJ6©2) i:W»oJSk^*ff5ctt«kD, ^Htt-8r 

20 *ft«fit»*tUT#fc. 

'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (5H, s-like), 7.10 
(2H, d, J = 9.0 Hz), 7.59 (l.H, d, J = 8.7 Hz), 7.98 (2H, m), 8.11 (1H, 
d, J = 8.4 Hz), 8.18 (2H, d, J = 8.7 Hz), 8.29 (1H, d, J = 9.0 Hz), 8.40 
(1H, d, J = 8.4 Hz), 8.51 (1H, s), 9.20 (1H, s), 10.71 (1H, s). 
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FAB(pos) : 439. 2 [M+H] + 

M: 210^ Uffl) il«:Sll^-^V^^H-7 
)V) 

mmw4 3 

N- [2- (1 - tf P U s>n;M J-M -6-* J U [ 1 , 1 ' - tf 7 x -JH -4-* ;u 



mmm i <d i )-?#£ n-ixi-hd u s^ioww-Mr,/ u ~;w 7-fe h 

10 t/^^W*itT#fCo 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.50 (4H, 
m), 7.78 (2H, d, J = 8. 1 Hz), 7.88 (2H, d, J = 8. 1 Hz), 8.02 (2H, m), 
8.12 (2H, d, J = 8.1 Hz), 8.28 (1H, d, J = 8.7Hz), 8.53 (1H, d, J = 2.0 
Hz), 10.60 (1H, s). 

15 FAB(pos) : 408.2 0l+H] + 

' M : 181-183-C (®&4mm : ^X^-^'v^D fc^X— r)V) 

mm® 4 4 

6- (4-^ o o 7 x- j W -N- [2- (l- tf p u 5=-;W -6-* 7 u x;H x n 
^>7S H 



'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 




N 



20 
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m), 8.01 (2H, m), 8.28 (4H, m), 8.48 (2H, m), 9.25 (1H, d, J = 2.2 Hz), 
10.76 (1H, s). 
FAB(pos) : 443.2[M+H] + 

: 225-227-C (ttilfcjgtt : ffiil^-^ V7°P tf;Ux-:r;W 
5 &Jfi$|4 5 

6-(4-7Md7i -N- [2- (i - tr □ u s?x;m ?M -6-* / u -;n x 



7 <D 1 ratfc N-[2-(l-tf P U ^n;M5MU)-6-^/ U-;W7iz h 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.86 (2H, s), 7.39 (2H, 
m), 7.60 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 8.19 (1H, d, J = 8.4 Hz), 
8.28 (3H, m), 8.45 (1H, dd, I = 8.4, 2.1 Hz), 8.51 (1H, d, J = 1.7 Hz), 
15 9.24 (1H, d, J = 2.0 Hz), 10.75 (1H, s). 
FAB(pos) : 427. 2CM+H]* 

MM : 2 lOt: (B&imm : ffl&X?)\>- Vfu \d)VX-r)l) 
MMffl 4 6 

6- (4-* ^7xrj|/) -N-[2- (1-HP'J VX)V^)V) -6-*>> U X)V\ -P 
20 5f >7S F 



mmm i © i)~m-?t n-ixi-hp u v-k^m-*-*; u r-t h 
7$ f^^t, »j6©2) t®m<DWtft*ft5ztfc&y). $mit£ 




N 
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'H-NMR (DMSO-d 6 ) 6 : 1.73 (4H, m), 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H, 
s), 7.36 (2H, d, J = 8. 1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 
8.13 (3H, m), 8.29 (1H, d, J = 8.4 Hz), 8.42 (1H, dd, J = 8.4, 2.2 Hz), 
8.51 (1H, d, J = 2.0 Hz), 9.22 (1H, d, J = 2.2 Hz), 10.73OH, s). 
5 FAB(pos) : 423. 2[M+H] + 

207-209t: (ttiitt&Jft : SfX^P-^ 7 7p \ZfrX-f)V) 
WJ4 7 

4' -z> d p-N-[2-[[4-(4-7;i/*o^>v-r;W-i-tf^u *?—M**M- 

6-*/ \)-)V\ [l,l'-H7x=jW-4-*;W#W5 F 




8 T# 6 ntc 4' □ o-N- [2- & P D ;* 5P;U) -6-* / U - 
M [U'-t:7x-JW-4-j!jMW5 H&fflVJT, IIM2 3t^<D^ 

'H-NMR (DMS0-d 6 ) 5 : 1.76 (4H, m), 2.28 (2H, n), 2.89 (2H, m), 3.40 (1H, 
15 m), 3.' 79 (2H, s), 7.37 (2H, m), 7.62 (3H, m), 7.83 (2H, d, J = 8.4 Hz), 
7.90 (2H, d, J = 8.4 Hz), 8.03-8.14 (6H, m), 8.31 (1H, d, J = 8.6 Hz), 
8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 578[M+H] + 

20 4' a p-N- [2- [ [4-(4-£ □ p ^ >\Af )V)-\- 1!^ U S?n;W *7M -6- 
U~;W [1, l'-k'7i-JW-4-*Jl/W$ H 




###J 8 T?# 6 nfc 4' - Z P P -N- [2- P P ^ ^-J W - 6-3P / U - 
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'H-NMR (DMSO-de) 6 : 1.77 (4H, m), 2.28 (2H, m), 2.90 (2H, m), 3.45 (1H, 
m), 3.79 (2H, s), 7.62 (5H, m), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, 
J = 8.4 Hz), 8.03 (4H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 (1H, d, J = 
5 8.4 Hz), 8.54 (1H, s), 10.63 (1H, s). 
FAB(pos) : 594[M+H] + 
«'0J4 9 

4 , -#dm-[2-[o^;u7-u ;)*?m-z-*; u~;w [i, r-E7x 



##00 8 T# 6>nfc 4' -7 D D-N-[2-(# D D *3MW -6-4V U - 

;W [l, r -t*7i-JW-4-*j^^5 K&JB^T, H»2 3 & Hit® Aft* 

'H-NMR (DMSO-de) 5 : 3.17 (3H, s), 4.80 (2H, s), 6.62 (1H, m), 6.76 (2H, 
15 d, J = 8.0 Hz), 7.15 (2H, m), 8.30 (1H, d, J = 8.8 Hz), 7.59 (2H, d, J 
= 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 7.96 (2H, 
m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.6 Hz), 8.55 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 478 [M+H] 4 

20 5 0 

- 4' O O-N- [2- [ [3- (4-7 )V* n^>v-i jw-i-tf^u * f-M - 
6-+/ u-;W[i.i'-tf7x=;w-4-*;p#*u-5 H 




o 
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#%fd 8 Tt# 6 ftfc 4* D □ -N- [2- (? D D * -6-^ y U - 

;W[i,i'-k*7xn;H-4-^;^it$ F£/i!v>T* H»2 3t|W|^©^ 

'H-NMR (DMSO-d 6 ) 5 : 1.39 (1H, s), 1. 73 (3H, in), 2.23 (2H, m), 2.91 (2H, 
5 m), 3.63 (1H, m), 3.78 (2H, s), 7.31 (2H, m), 7.58 (3H, m), 7.86 (4H, 
in), 8.01 (4H, m), 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.2 Hz), 
8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 578[M+H] + 

.0 4' DO-N-[2-[(4-7x-;Wl-tf^U &~H>) t^M-G-*; U- 
;W [1, l'-lf7i=JW-4-*^t5 K 




###J 8 T# £>tafc 4' -Z D D-N- [2- D D * =?)V) -6-^7 U — 

' 'H-NMR (DMS0-d 6 ) (5 : 1.74 (4H, m), 2.20 (2H,'m), 2.52 (IH, m), 2.97 (2H, 
in), 3.79 (2H, s); 7.27 (5H, m), 7.58 (2H, d, J = 8.4 Hz), 7.69 (IH, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.8 Hz), 8.31 (IH, d, J = 8.4 Hz), 8.54 (IH, 
20 d, J = 1.8 Hz), 10.62 (IH, s). 
FAB(pos) : 532 [M+H3 + 

mmm 5 2 

i-(4-^ op 7x-;i/)-N-[2-(i-tfn u ^~;M5p;W-6-*/ u ~;W-4- 
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mm 7 © 1 ) -enit n- [2- a- tr o u j-)V> -6-* / u x;w 7-t? h 

75 F^ffll^ «0J6<D2) t^Ot#{^ff'5^i:tJ:0, 3cHfl:£. 

5 'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 1.89 (4H, m), 2.50 (5H, m), 2.75 (2H, 
m), 3.76 (2H, m), 3.83 (2H, s), 6.99 (2H, d, J = 9.0 Hz), 7.24 (2H, d, 
I = 9.0 Hz), 7.55 (1H, d, J = 8.8 Hz), 7.77 (1H, dd, J = 8.8, 2.2 Hz), 
7.90 (1H, d, J = 8.8 Hz), 8.21 (1H, d, I = 8.8 Hz), 8.38 (1H, d, J = 2. 2 
Hz), 10.26 OH, s). 

10 FAB(pos) : 449[M+H] + 

M& : 204-206TC (MfcftK : WBftX^Jl/ - *M V 7n K^X-^W 
«0iJ5 3 

N- [2- [ (2-^> *J)V-l, 5-v 5 1 H D - 1 H-f 5 M—)V-\-4 M * -6-* 
7 U x;W-4" no [i, r -tf 7 xx;W'-4-*JU#*U-5 H 




$mM 8 T# 6 fttz 4* a p-n- [2- u a ^ 9-M -6-* 7 U x 
;i>][l,r-lf7xXjW-4-*;^^5 HSfflViT, 3&RHK®fi^ 

'H-NMR (DMS0-d 6 ) <5 : 3. 22 (2H, m), 3.60 (2H, m), 3.75 (2H, s), 4.51 (2H, 
20 s), 7. 17-7 .,33 (6H, i), 7.57 (2H, d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 
Hz), 7.88 (2H, d, I = 8.4 Hz), 7.99 (2H, m), 8.12 (2H, d, J = 8.4 Hz), 
8.25 (1H, d, J = 9.0 Hz), 8.53 (1H, s), 10.62 (1H, s). 
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FAB(pos) : 531 [M+H] + 

mm 5 4 



1 ) 5 HWc N- [2- ( k F a * -6-+ J U -JM 7-fe F 7 5 

N- [2-(l- tf * U S^JM 2\>W -6-+ / U -M 7ir F7 5 F 



10 3.76 (2H, s), 7.52 (1H, dd, J = 2.6, 9.2 Hz), 7.63 (1H, d, J = 8,4 Hz), 
7.67 (1H, br), 7.99 (1H, d, I = 9.2 Hz), 8.07 (1H, d, J = 8. 4 Hz), 8.31 
(1H, d, J = 2.6 Hz). 
Tcmfttfm C, 7 H 21 NjO • 0. 25H 2 0 bhX , 
ftiM : C, 70.93; H, 7.53; N, 14.60. 
15 HI : C, 71.06; H, 7.37; N, 14.62. 

: 182-184*0 GBrJMb&ft : i»I^-ii-A*t» 

2) wed 7r»fcN-[2-a-t:^u^;Mf i ;w-6-+y 'J-jW7th 

75 H (4.5g, 16mmol)t«^ (70 ml) S 110*01? 1 «PMSB*Lfc. fciK 

i;SH^) fc«fco«H4u 6-75y-2-(i-tf^uvn;M^)^y u 

> (3.4k) WHttTffe. 

'H-NMR (CDC1 3 ) 6 : 1.37-1.68 (6H, m), 2.39-2.55 (4H, m), 3.72 (2H, s), 
25 3.91 (2H, br), 6.89 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J = 2.6 and 8.8 
Hz), 7.51 (1H, d, J = 8.4 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.87 (1H, d, 
J = 8.8 Hz). 



5 




'H-NMR (CDCI3) 6 : 1.38-1.70 (6H, m), 2.24 (3H, s), 2. 38-2.53 (4H, 1), 
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3) Bfiffi2)T#& 6-75 y-2-(l-hf^U^n;M^;l')^/ , J> (250 
mg, 1 mmol), lf7xiJP*;i/#>B6 (220 mg, 1.1 mraol) t c J^)VT^J 
tfU> ? > (150 mg, 1.2 mmol)=&N,N-^^^;V*;PA7S F(8 ml)K$$U 
SfcJfrT* WSC (230 mg, 1.2 mnol) &in*-> %#fT&W&\stCo & 

mrctu. m^enfi^u, &mc&m (335 m g ) Sj«^i86-i88t:©«^«- 

10 'H-NMR (CDClj) <5 : 1.38-1.76 (6H, m), 2.43-2.56 (4H, m), 3.78 (2H, s), 
7. 38-7.56 (3H, m), 7.59-7.81 (6H, a), 7.96-8.18 (5H, m), 8.49 (1H, d, 
J = 2.2 Hz). 

Ttmtttiim C 28 H 21 N 3 0 • 0. 5H 2 0 t hX 
i\-m®. : C, 78.11; H, 6.56; M, 9.76. 
15 mmm : C, 78.48; H, 6.31; N, 10.00. 

4'-^^-N-[2-(i-bf^U^xji/^^;0-6-^yux;W[i,r-if7xn 

I 

H 

20 mm 5 4 0 2)Tftfc 6-75 /-2-(l-tf^U S?XJM^W*/ U >£ffl 

'H-NMR (CDClj) <5 : 1.38-1.70 (6H, m), 2.39-2.56 (7H, m), 3.79 (2H, s), 
7.30 (2H, d, J = 7.6 Hz), 7:56 (2H, d, J = 7.6 Hz), 7.63-7.78 (4H, m), 
25 7. 95-8.07 (5H, m), 8.49 (1H, d, J = 1.8 Hz). 
Ttmftffim C 29 H 29 N 3 0 • 0. 25H 2 0 t LT 
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ttJMl : C 79.15; H, 6.76; N.9.55. 

&*tt : C, 79.38; H, 6.88; N, 9.73. 
gt£: 198-200'C (M«:«XfJW 
£MM 5 6 



«^t|5 4©2)Tr#/c6-75/-2-(l-t!^U^^^^l/)4 1 / >J>Sffl 

10 fft*<hLT#fc 0 

'H-NMR (CDClj) 6 : 1.38-1.85 (6H, m), 2.41-2.56 (4H, m), 3.78 (2H, s), 
3.88 (3H, s), 7.02 (2H, d, J = 8. 8 Hz), 7.54-7.66 (6H, in), 7.93-8.20 (5H, 
m), 8.49 (1H, d, J = 2.2 Hz). 
7C*#*fte C J9 H 29 N 3 0 2 • 0. 25H 2 0 t LX 
15 tUMt : C 76.38; H, 6.52; N, 9.21. 

: C, 76.21; H, 6.38; N, 9.32. 
192-194*0 (MffftiK : S*X3\)W 

6- (4-? P P 7 xXJW -N- [2- (1- tf * U 5>x;P ^ -6-+ J U x;M - P 
20 ^>75 H 



5 4 © 2 ) 6-7 5 7 -2- (1- 1!^ U S?x;P * * / U > £ffi 





KOTO 



i 

H 
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'H-NMR- (CDCJs) 6 : 1.38-1.80 (6H, m), 2.38-2.58 (4H, m), 3.78 (2H, s), 
7.48 (2H, d, J = 8.4 Hz), 7.62-7.75 (2H, m), 7.84 (1H, d, J = 8.0 Hz), 
7.96-8.18 (4H, m), 8.24 (1H, br), 8.31 (1H, dd, J = 2. 2, 8.4 Hz), 8.45 
(1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.4 Hz). 
5 7C*#*Hi C 27 H 25 C1N 4 0 • 0. 5H 2 0 tl>T 

WM&i : C, 69. 59; H, 5.62; N, 12.02. 
f&M : C, 69.33; H, 5.52; N, 12.08. 

215-21813 (ftffi) (SIfM:ISHfJW 

mmm 5 8 

10 6-(4-^^7x^;W-N-[2-(l-tf^U> ? r:jP^5 1 JW-6-^7 U=JM-3 
^>7S K 



5 4GD2)T#fc 6-7^y-2-(l-tf^U V—fr^M^J U >£ffl 

15 »*tbT#fc. 

'H-NMR (CDCI3) 6 : 1.38-1.80 (6H, m), 2.40-2.56 (7H, m), 3.79 (2H, s), 
7.33 (2H, d, J = 8.4 Hz), 7. 63-7.74 (2H, m), 7.86 (1H, d, J = 8.0 Hz), 
7.93-8.19 (5H, m), 8.29 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, d, J = 2.2 
Hz), 9.19 (1H, d, J = 2.2 Hz). 

20 M£ : 206-207X: : 
FAB(pos) :437[M+H] + 
H^Fii 5 9 
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N 



v>t; f§«J5 4©3) tm&(Dmft$:'rtozt\z£r). M^w&iie 

5 'H-NMR (CDC1 3 ) 5 : 1. 38-1.74 (6H, 1), 2.42-2. 56 (4H, m), 3.78 (2H, s), 
7.20 (2H, dd, J = 8.4 and 8.8 Hz), 7.63-7. 76 (2H, m), 7.84 (1H, d, J = 
8.0 Hz), 8.02-8.18 (5H, 1), 8.31 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, 
d, J = 2.2 Hz), 9.19 (1H,. d, J = 1.8 Hz). 
7C*##f{i C„H 25 FN 4 0 • 0. 25H 2 0 thX 

10 Wr&te: C, 72.87; H, 5.78; N, 12.59. 
MiMtL : C, 72.91; H, 5.45; N, 12.75. 

m& : 209-2 iox: urn) i»x^jw 

fWil6 0 

6-(4-^ h^>7x-;w-N-[2-o-tf^'ji?-;p^^;w-6-^y u-;W- 

15 3^>75 H- 




foam 5 4©2)tr#fc6-7sy-2-d-t!^u>?n;i'^^;u)^y u>*jb 

V>T, H»!l5 4©3) £H£©ftfts*ff 3 

20 'H-NMR (CDCI3) 5 : 1.38-1.71 (6H, m), 2.43-2.56 (4H, m), 3.80 (2H, s), 
3.90 (3H, s), 7.04 (2H, d, J =9.0 Hz), 7.64-7.73 (2H, m), 7.83 (1H, d, 
J = 8. 4 Hz), 8.00-8.18 (5H, m), 8.28 (lH.'dd, 1=2.6, 8. 4 Hz), 8.46 (1H, 
d, J = 2. 6 Hz), 9.17 (1H, d, I = 1.8 Hz). 
tc^M (W^-O^O^LT 
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ff-M : C 73.58; H, 6.28; N, 12.26. 



: C, 73.56; H, 6.16; N, 12. 24. 
M : 210-211*0 UM), (JttAfc&tt': IffllX^W 
6 1. 

4' ^;wn- [2-(i-tf n <> <3-)V) -6-^ y u [i , r - My i- 



Hifi^j 7©i) rmz N-[2-(i-tfo u -6-*/ u -;w 7-t h 

ys.Fzm^T, mmme(D2) tmmotmzfisz tizzy. 

10 «^iM*ttt#&, 

'H-NMR (DMS0-d 6 ) 6 1.73 (4H, m), 2.37 (3H, s), 2.50 (4H, m), 3.85 (2H, 
s), 7.33 (2H, d, J = 8.1 Hz), 7.58 (1H, d, J = 8.4 Hz), 7.68 (2H, d, J 
= 8.1 Hz), 7.85 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.04 (1H, 
dd, J = 2.4, 9.0 Hz), 8.10 (2H, 'd, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 

15 8.52 (1H, d, J = 2.4 Hz). 
FAB(pos) 422. 3[M+H] + 

flftjft: 192-193'C (gftttMUfih^VyPWH-fiH 
H»J6 2 

4' h=^>-N-[2-(l-£n U $>-;M3\>W-6-*y U -M [1. 1' -k'7x 
20 ~M-4-*J^*5 H 



mm 7 cd i N-[2-(i-tf p <j v^;u^?;i/)-6-=^y U-JW 7-fe h 

75 K£fflWt, ^M^J6©2) tmU<D®ft*fi5Z£lZ&r). Sift^ 




H 



Me 
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'H-NMR (DMSO-cg 6 1.73 (4H, m), 2.50 (4H, m), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d, J = 8.7 Hz)! 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8.7 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.03 (1H, 
dd, J = 2.1, 9.0 Hz), 8.09 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 
5 8.52 (1H, d, J = 2.1 Hz). 
FAB(pos) 438. 3 DM+H0 + 

tt£ : 197-199*C (ft ftfc&JK : BftfcX^l'-SM V^U WIX-tM 

4-(4-^PD7x-;i/)-N-[2-(i-tf^u> J x;i/^^;i/)-6-^y u-;W-i- 

10 e^U^>#;M^>75 F 



$3tm 5 4 © 2 ) 6-7 5 J -2- (1- tf ^ U U 

15 'H-NMR (CDC 1 3 ) 6 : 1.37-2, 02 (10H, m), 2.38-2.54 (4H, m), 2. 63-2.84 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4. 20-4.36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, I = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, m). 
7C*#4fH! C 27 H 31 C1N 4 0- 1.5H 2 0 thX 

20 fHMt:C, 66.18; H, 6.99; N, 11.43. 
lit : C, 66.32; H, 6.75; N, 11.74. 
M: 214-217 -C (dec.) (ttAflftftt : SfUfJh^IfJU-fiW 
HM6 4 

4- (4-* f)l/7x-)V)-N- [2-(l- tf^ U V-fr^V) -6-3V U -1- 
25 t^'J^>AM+y7$H 
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Hfj 5 4 (D 2 ) rmc 6-7 5 J -2- (1- U V-frtJ-lV) * / U > & 

5 'H-NMR (CDC1 3 ) 5 : 1.40-2.02 (10H, a), 2.34 (3H, s), 2,47-2.83 (5H, m), 
2.95-3.15 (2H, m), 3.82 (2H, s), 4.20-4. 36 (2H, m), 6.7.0 (1H, br), 7.14 
(4H, br), 7.53 (1H, dd, J = 2.2 and 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
7.93-8.10 (3H, m). 
jzmfttirm C 28 H 34 N 4 0 • H 2 0 t VX 
10 WINS: C, 73.01; H, 7.88; N, 12.16. 
&M: C, 72. 68; H, 7.57; N, 12.20. 
»£: 204-205 *C (dec.) (*§iI«JK : IH^ylfJU-riW 

4-(4-7;u^P7xzi;w-N-[2-(i-^u> ? ^;i/^^;i')-6-^7 U-;W- 

15 l-hf^Uv ? >*;P^->75 H 



iIM5 4C2)r#fc 6-75/-2-(l-t!^U U 

20 'H-NMR (CDC 1 3 ) 6 : 1.36-2.02 (10H, m), 2.37-2.55 (4H, m), 2.63-2.85 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, br), 
7.01 (2H, dd, J = 8.4 and 8.8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, J 
= 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
7C*#*HI C J7 H 3l FN 4 0 • 0. 5Hj0 t bX 
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H-gfit: C, 71.18; H, 7.08; N, 12.30. 

mmm-.c 71.13; h, 6.94; n, 12.52. 

M : 203-204 V (dec.) (&JMb£& : SUfiWyl^H-fiW 
£J&0J 6 6 

4- (4-^ b * ^7x^jW -n- [2- (1 - tr^ u -6-* / u - 

1-tf^U ^>#;l^*~>75 H 



$mm 5 4 © 2 ) 6-7 S y-2-(l- tf ^ U 5=JW 3V U > £ ffl 

10 Itifc. 

'H-NMR (CDC 1 3) (5 : 1.37-2.02 (10H, m), 2.42-2.57 (4H, m), 2. 60-2.80 (1H, 
m), 2.94-3.14 (2H, m), 3.78 (2H, s), 3.80 (3H, s), 4.19-4.36 (2H, m), 
6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 7.50 
(1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, 



197-198 *C (dec.) (iAftitt : Ittl^l^X-fiW 
mffiM6 7 

2'-7;i/^P-N-[2-(i-tf^Uv : -;i/^^;u)-6-^y u-;W[i,i'-tf7x- 



^T> H»J5 4©3) tn«|otiffftff5i:tlcJ:D, 3BMIfl5^***l6 
'H-NMR (CDCI3) 6 : 1.40-1.77 (6H, m), 2.47-2.65 (4H, m), 3.86 (2H, s), 




15 



20 
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7.12-7.54 (4H, m), 7. 63-7. 78 (4H, m),- 7.96-8.22 (5H, m), 8.48 (1H, d, 
J = 2.6 Hz). 

H£: 163-164 V (ISftft:»tt : »»X^;W 
5 2',4'-^7JI/tO-N-[2-(l-lf^U y-JW^)-6-*; UrjH [1, l'-h' 




mm 5 4©2)T?#fc 6-75y-2-(i-tr^u^x;M^;w^r / u >*m 

10 $*£l/Tfcfc. 

'H-NMR (CDClj) 6 : 1.40-1.78 (6H, m). 2.50-2.67 (4H, m), 3.87 (2H, s), 

6.89-7.08 (2H, n), 7.38-7.54 (1H, m), 7.59-7. 80 (4H, m), 7.96-8. 23 (5H, 

m), 8.47 (1H, br). 

Ttmfrtm C 28 H 26 F 2 N 3 0 • 0. 5H 2 0 t LT 
15 tHfffl:C, 72.09; H, 5.62; N, 9.01. 
£M : C, 71.79; H, 5.59; N, 8.75. . 

Bk£: 181-182 <C (^«:SfH^) 

SIM 6 9 

6- (2, i-py )V* p 7 x -N- [2- (l- tf ^ u ~7-;M -6-* J u - 
20 ;W-n5 1 >7S F 




Ulsf!) 5 4 © 2) 6-75 y-2-(l-t?^U v^M^l/)*/ U >£ffl 
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'H-NMR (CDCI3) 6 : 1.41-1.77 (6H, m), 2.47-2.68 (4H, m), 3.86 (2H, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8. 4 Hz), 7.90-8.00 (1H, m), 8.02-8.25 
(4H, in), 8.32 (1H, dd, J = 2.2 and 8.4 Hz), 8.46 (1H, d, J = 1.8 Hz), 
9.24 (1H, d, J * 1.8 Hz). 
5 7C*##?4t C„Wfl-0.$UfltLT 

IHHI: C, 69.37; H, 5.39; N, 11.98. 

ftlMt : C, 69.14; H, 5.21; N, 12.04. 
M: 182-183 *C CBftftSffiK : fWx^W 

mmm 70 

0 v, u p-N-[2-(i-if^u >>-;i/*3 l ;i/)-6-*y u-jw ci. i*-tr 7 

x-)W-4-*)^+y75 K 




1 3 N- [2- [(2, 2, 6, 6-f h 7 ^^-1- tT^ U 5?-;W * 

15 sn^icto, mMik&mmm^tLxwco 

'H-NMR (CDClg) (5 : 1. 40-1.76 (6H, m), 2.48-2.63 (4H, m), 3.84 (2H, s), 

7.22-7.40 (2H, m), 7.52-7.78 (5H, i), 7.96-8.19 (5H, m), 8.47 (1H, d, 
J = 2.2 Hz). 

7C*$MH! C 28 H 25 C1 2 N 3 0 • 0. 5H 2 0 t VX 

20 WrWVL : C, 67.34; H, 5.25; N, 8.41. 

£§M1 : C, 67.46; H, 5.20; N, 8.47. 
It* : 210-212 V (dec.) 

4'-7;^p-n-[2-[(2, 2, 6, 6-r h? *?-)l<-i-vm * -6- 
25 »J~;KI [l, i'-tf7x-;W-4-*;^^v75 h* 
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Me 




1 3 mtc N- [2- [ (2, 2, 6, 6-r h y * J-)V-\- M * U 5>-JW * 
;W-6-*/U~;W7izb7S H£/BV>-C «M6©2) t^OHMPSff 

5 'H-NMR' (CDC1 3 ) <5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.17 (2H, 
t, J = 8.8 Hz), 7.56-7.76 (5H, m), 7.96-8.17 (6H, m), 8.46 (1H. d, J = 
2.6 Hz). 

229-231 V (dec.) (ttjbftgtt : BSIlWW 
fWJ 7 2 

10 6- (4-£ P P7x~;i/)-N-[2-[(2, 2, 6, 6-x h^jWU-l-K^V v^W ;* 



Me 




###J 1 3 T#fcN-[2-[(2, 2, 6, 6-x h 7*?\>M-tf^U S^rjW*?- 
;W-6-*/U-;W7-feh75 FfcJBViT, mmi6<D2) tfflfc<DMF&ft 

15 5 Zt\Z£Q, &Mfc4tto*m&mit ITlfc. 

'H-NMR (CDClj) 6 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.49 (2H, 
d, J = 8.8 Hz), 7.64-7.74 (1H, m), 7.81-7.90 (1H, m), 7.96-8.18 (6H, m), 
8.27-8.38 (1H, m), 8.44 (1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.8 Hz). 
TcStMHf C 31 H 33 C1N 4 0 • H 2 0 t LX 

20 tUM: C, 70.11; H, 6.64; N, 10.55. 
Sil : C, 70.16; H, 6.59; N, 10.62. 
®& : 258-259 V (&£|fc&« : JHfiW 
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mmm 1 3 

6-(4-^f;i/7x^V)-N-[2-[(2, 2, 6, 6-f h7/^kl-h^U ^) ^ 



Me 




5 ###J1 3Tt#fcN-[2-[(2,2,6,6-xh^^5 1 ;Wl-tf^Uv-;W^5 1 

'H-NMR (CDClj) 6 : 1.05 (12H, s), 1.60 (6H, br), 2.44 (3H, s), 4.10 (2H, 
s), 33 (2H, d, J = 8.2 Hz), 7.63-7.74 (1H, m), 7.87 (1H, d, J = 8.4 
10 Hz), 7.94-8.16 (6H, m), 8.25-8. 35 (1H, m), 8.44 (1H, d, J = 2. 6 Hz), 9.19 
(1H, d, J = 1.8 Hz). 
Tumftffim C 32 H 36 N 4 0-H 2 0i:L,T 
tf-JM : C, 75. 26; H, 7.50; N, 10.97. 
Ill : C, 74.98; H, 7.44; N, 11.07. 
15 H£ : 246-247 X> (f&ilfciSft : SllfJW 
£MM 7 4 

4- (4-£ D D y -N- [2- [ (2, 2, 6, 6-x h 7 * 1! * U * 



Me 




20 ##091 3 Tifc N-[2-[(2, 2,6, 6-r b ^^fJH-H^'J 
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'H-NMR (CDCI3) 6 : 1.03 (12H, s), 1.46-2.01 (10H, m), 2.63-2.84 (1H, m), 
2.95-3.15 (2H, a), 4.07 (2H, s), 4.20-4. 37 (2H, m), 6.62 (1H, br), 7.15 
(2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 2. 6 and 
8.8 Hz), 7.81-8. 11 (4H, m). 
5 FAB(pos): 519 [MH]* 

7G*#flrft C3 1 H 39 ClN 4 0-0.5H 2 0<i:UT 
H-^jt : C, .70. 50; H, 7.63; N, 10. 61. 
&IMg : C, 70. 88; H, 7.79; N, 11.14. 

: 203-204 *C SHUX^^^X^X— t)V) 

10 mmm 1 5 

4- (4-* ?)V7 xz;W -N- [2- [ (2, 2, 6, 6-<f h y * tf^ U >>x;U) * 

Me 
LMe 

H Me 




Me' 

###J 1 3 N- [2- [(2, 2, 6, 6-t- h - 1!^ U v 5 -^) ^ 

15 ;W-6-*/U~;W7irb7$F£ffl^T, »0!|5 4<D2) 

'H-NMR (CDCI3) 6 : 1.04 (12H, s), 1. 50-2.02 (10H, in), 2.34 (3H, s), 
2.63-2.84 (1H, a), 2.94-3.13 (2H, m), 4.07 (2H, s), 4.20-4.34 (2H, m), 
6.59 (1H, br), 7.14 (4H, s), 7.48 (1H, dd, I = 2. 2 and 9. 2 Hz), . 7. 86-8. 09 
20 (4H, m). 

%mmm c 32 h„n 4 o • o. 5h 2 o t lt 

frJNt : C, 75. 70; H, 8.54; N, 11.04. 
Mm®. : C, 75.57; H, 8.30; N, 11.16. 
M£ : 200-202 V (m£k<mi& : Bflfcx^-^x^Wx— r;W 
25 7 6 

N- [2- [ (2, 2, 6 , 6-r h 7 * - tf 1 U S>x ;* W -6-* > U X 
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Me 




1 3 T#£ N-[2-[(2, 2, 6 ; 6-^ hJt&V-l-VflV 9 JZL)V) 
;i/|-6-*y U-;W7-feh75 Fftffl^T, 6 <Z> 2 ) tB^OSIff&ff . 

'H-NMR (CDC1 8 ) 5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.40- 

7.56 (3H, m), 7. 60-7.80 (6H, m), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.4 
Hz). 

: 200-201 V GttAftgfK : SKx^JW 

io mtm 7 7 

4'-^5 t ;WN- [2- [ (2, 2, 6, 6-t h 9 * 5f )W1- tf ^ u ^ -6-* 



Me 



Me' 




##M 1 3 N-[2-[(2, 2, 6, 6-r b^^-l-fc^U P-)V)*?- 
15 ;W-6-*yU=JW7-fehT5P*fflV»T, SttKf!602) tRtt0»f^Sff 

'H-NMR (CDClj) 6 : 1.04 (12H, s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8. 2 Hz), 7. 63-7.77 (4H, 
m), 7.95-8.16 (5H, m), 8.46 (1H, d, J = 2.6 Hz). 
20 ytmmm C 3 ,H3 7 N 3 0 ' 0. 5H 2 0 tVX 

frUM : C, 79.16; H, 7.65; N, 8.39. 

mmi. : C, 79.21; H, 7.66; N, 8.41. 
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: 242-243 T3 (MlbM : IHfiH 
»J7 8 

4 ,_^ h^>-N-[2-[(2, 2, 6, 6-x h ^^^-l-tf^U $>x;W *?M-&- 

*/ux;n [i,i'-if7x^;w-4-^;i/^>75 b* 



Me 




##0IJ 1 3 N- [2- [ (2, 2, 6, 6-fb7^ ti 6 ^ U 5?X>W * 

'H-NMR (CDC1 S ) 5 : 1.04 (12H, s), 1.59 (6H, br), 3.88 (3H, s), 4.10 (2H, 

10 s), 7.02 (2H, d, J = 8. 8 Hz), 7.55-7.76 (5H, m), 7.94-8.16 (6H, a), 8.46 
(1H, d, J = 2.6 Hz). 

: 210-211 *C (tiriifcgFft : TOX^W 

4'- 7 JU* P-N- [2- [<$/*-2, 6-^ ^;P-1- 1!^ U 5?x;W ;* 5\>W -6-* ^ 
15 'J-JW [1, l'-k'7x-;i/]-4-*;^^75 H 



Me 




##0iJ 1 1 Tffcfc R-[2-[(5/X-2, 6-^^^-1-tf^U $>=JM ;WW-6- 

K «fc 0 , &jBfc£4fe&tt&&* £ b T#fe 0 
20 'H-NMR (CDC 1,) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.80 (6H, m), 2.51-2.73 
(2H, m), 4.04 (2H, s), 7.17 (2H, t,J = 8.8Hz), 7. 54-7.76 (5H, m), 7.86 
(1H, d, J = 8.4 Hz), 7.96-8.17 (5H, m), 8.46 (1H, d, J = 2.2 Hz). 
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Ttmfttm C 30 H 30 FN 3 0 • 0. 5H 2 0 t LT 
Wr&fa: C, 75. 60; H, 6.56; N, 8.82. 
: C, 75. 72; H, 6.31; N, 8.72. 
Bk& : 187-188 *C GKIMbttFtt : ««X3\>M 
5 HM#J8 0 

N-[2-'[(^X-2, B-S^^lM-fc^U 5?x;W jWM-MV U X . 
;W [1, l'-tf 7xXJW-4-*;P#^r^75 F 



Me 




1 1 N-[2-[(->X-2, 6-v^5P;U-l-H^U 5>x;W 

'H-NMR (CDClj) 6 : 1.05 (6H, d, I = 6. 2 Hz), 1. 28-1. 77 (6H, n). 2.52-2.72 
(2H, m), 4.04 (2H, s), 7.40-7.57 (3H, m), 7.60-7.80 (5H, m), 7.86 (1H, 
d, J = 8.4 Hz), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2. 2 Hz). 
15 7C5H#*ff! C 30 H 3I N 3 0 • 0. 5H 2 0 b. hX 

#HMI : C, 78.57; H, 7.03; N, 9.16. 
mmm: C, 78.36; H, 6.64; N, 9.12. 
M : 180-181 t: (tifafc&tt : Bttx?-;W 
1 

20 4'-^J]/-N-[2-[»X-2 ) B-S^SSJM-HWJ 5?x;WjWM-MV U 

n;w [l, i'-tf7x-;W-4-*;^*^75 F 



Me 



Me' 




###J 1 1 Tttfc N-[2-[(^X-2, 6->^;M-tMU $>x;W *3=JW-6- 
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'H-NMR (CDC1,) 6 : 1.05 (6H, d, J = 6.2 Hz), 1.28-1. 80 (6H, m), 2.43 (3H, 
s), 2. 52-2:73 (2H, a), 4.0.4 (2H, s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, 
5 d, J = 8.2 Hz), 7.63-7.78 (3H, a), 7.85 (1H, d, J = 8.4 Hz), 7.94-8.17 
' (5H, m), 8.46 (1H, d, J = 2.2 Hz). 
Ttmfttfm CMQ • 0. 5H,0 t LX 
. IHMt : C 78.78; H, 7.25; N, 8.89. 
-SUM : C, 78. 87; H, 7. 08; N, . 8.82. 
10 M£ : 198-199 V (dec.) 

mmm8 2 

4 ._^ h^Sx-N- [2- [(5^7.-2, 6-^pWl-l-E^U ;WW-6-*/ 



Me 



MeO 




15 ##0J 1 1 N-[2-[(i/X-2, 6-^^^-1-tf^U *J-M *3MW-6- 

*/>J~;Kl7irh7$ F£ffiV>T, «^J6©2) £EflB0SM£&fr3 Efc 

'H-NMR (CDC 1 3 ) <5 : 1.04 (6H, d, J = 6.0 Hz), 1.23-1.85 (6H, m), 2.50-2.72 
(2H, m), 3.87 (3H, s), 4.03 (2H, s), 7.01 (2H, d, J = 8.8 Hz), 7.50- 
20 7.77 (5H, m), 7.85 (1H, d, I = 8. 4 Hz), 7.90-8.20 (5H, m), 8.46 (1H, br). 
US : 194-196 "C (dec). GttAfc&tt : HflfcX^W 
M0J8 3 

6- (4-^7 DD7 i-JW -N- [2-C(^X-2, 6-5>jWM- tf^ U y^JW ;* 5 1 
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##0>j 1 1 n-[2-[(->x-2, 6->^5f;i/-i- tf^u 

5 'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.27-1.76 (6H, m), 2.51-2.76 
(2H, i), 4.03 (2H, s), 7.47 (2H, d, 1 = 8.4 Hz), 7.70 (1H, dd, 1 = 2.2 
and 8.8 Hz), 7.76-7. 92 (2H, m), 7.94-8.13 (4H, m), 8.23-8. 36 (2H, m), 
8.42 (1H, d, I = 2.2 Hz), 9.19 (1H, d, J = 2.2 Hz). 
Ttm^mU C 29 H !9 C1N 4 0 • 0.5H 2 OibT 

10 fUMI: C, 70.50; H, 6.12; N, 11.34. 
HJgtfit : C, 70.58; H, 6.06; N, 11.14. 
M& : 217-219 n (dec.) (MIfi:SH^) 

6-(4-^^7xri;W-N-[2-[(v7 > -2 > 6-^^5 1 ;Wi-fcf^U^-;W^^ 
15 ;W-6-*/ y-;H-3:f>7== H 



Me 




###J 1 1 N-[2-[(yX-2, 6-^^;M-E^U V~)V) ;*5PJH-6- 

*/UrJW7-feh75 b*£EV>T, IW>J6©2) £|^©f£f££fT? 

20 'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6.2 Hz), 1.28-1.80 (6H, m), 2.43 (3H, 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J =8.0 Hz), 7.69 .(1H, 
dd, J = 2.2 and 8.8 Hz), 7.80-8.20 (7H, m), 8.28 (1H, dd, J = 2.2 and 
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8.4 Hz), 8.43 (1H, d, J = 2.2 Hz), 9.18 (1H, d, J = 2.2 Hz). 



llftjft : 225-226 "C (dec.) (ISBflftMg : ffifcWW 
8 5 

4- (4-# P D 7i^W -N- [2- [(yX-2, 6-$>>WH- fcf ^ U v~ ;W * ^ 
5 ;W-6-4r/U=;W-l-K^U$?>*;P#*^75 H 



###J 1 1 T-ifc N-[2-[(vX-2, ^x;W 
+ yU-;W7-feh75H*fflV»T, 5 4 © 2 ) *5J;tf&il0J3 8 £IrI 

■*o«M^*«^fT5 z: tic J: 0 > Mfc*tt£*fi»*£ bT#fc 0 
10 'H-NMR (CDC1 3 ) (5 : 1. 04 (6H, d, J = 6. 2 Hz), 1. 23-2. 02 (10H, m), 2. 50-2. 83 
(3H, m), 2.94-3.15 (2H, m), 4.02 (2H, s), 4.20-4.37 (2H, m), 6.64 (1H, 
br), 7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.79 (1H, d, J = 8.8 Hz), 7. 88-8.08 (3H, m). 
MjA: 196-198 *C (dec.) : SixfJk^x^H- t)V) 

15 j&m 8 6 

4-(4-^^;|/7x-JW-N-[2-[(^X-2, B-^jWH-fcWJ 

;w]-6-^/u-;w-i-tf^u^>*;^^->75 h 



0mm 1 1 n-[2-i»x-2, 6-v^^-i-tf^u 

20 — ;W 7-fe b 7 5 K V>T> ggj&fti 5 4 © 2 ) * it^feWW 3 8 tWi 

'H-NMR (CDCI3) 6 : 1.04 (6H, d, J = 6.0 Hz), 1.20-2. 03 (10H, a), 2.33 



Me 




Me 
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(3H, s), 2.50-2.82 (3H, m), 2.90-3.15 (2H, m), 4.02 (2H, s), 4.17-4.39 
(2H, Hi), 6.70 (1H, br)v 7.13 (4H, br), 7.51 (1H, d, J = 8.8 Hz), 7.78 
(1H, d, J = 8.8 Hz), 7.95-8.15 (3H, m), 
TtmttVtm C 30 H 38 N 4 0-H 2 0£LT 
5 tHNt:C, 73.74; H, 8.25; N, 11.47. 
nm&: C, 74.12; H, 8.05;' N, 11.82. 
Bkjft : 177-178 t: (dec, GSSIMtM : Wi^Jh^i^PX- t)V) 

mmm s i 

4-(4-7J^D7x -JU) -N- [2- [(^7,-2, 6-S^ ^)V-\- M * U 3*=;W ^ 




i i -e#fc n-[2-[(->x-2, 6-v^^^-i-tf^u i^-;w^^;w-6- 

U -JWT-fc h75 h*£fflV>T> «^J5 402) 3 8 £IH 

15 'H-NMR (CDC1 3 ) <5 : 1.04 (6H, d, J = 6. 2 Hz), 1. 22-2. 02 (10H, m), 2. 50-2. 82 
(3H, m), 2.94-3.14 (2H, m), 4.01 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, 
br), 7.01 (2H, dd, J = 8. 4 and 8. 8 Hz), 7.11-7.24 (2H, 1), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
FAB(pos): 475 [MH] 4 

20 MM&\ 8 8 

4- (4-* b * v) -N- [2- [ ( ~>*-2, 6-i? * fjhl-K^ U V-M * ?M -6- 
U-;W-l-tf^U^>^;U^->75 F 
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1 1 T?mz N- [2- [(5/7.-2, B-SJjWM-fcWJ 3>=;W 

5 'H-NMR (CDC 1 3 ) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1. 23-2. 02 (10H, oi), 2.50-2.83 
(3H, m), 2.94-3.14 (2H, m), 3.80 (3H, s)', 4.01 (2H, s), 4.19-4.36 (2H, 
m), 6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 
7.50 (1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 
(3H, m). 

10 FAB(pos): 487 [MH] + 
m&M8 9 

2', 4'-^7;^D-N-[2-[(~>7>-2, 6-^3^-1-1^1) *3Ml/]-6- 
*J 'J-JW [1, l'-lf7x^W-4-*^^y7S h* 



Me 




15 1 1 N-[2-[(>-7s-2, e-^^^-l-tf^U V-M^M-**- 

*J U~;H7-feh7$ F£J3^T> !WJ6®2) tli©P&fr^i 

'H-NMR (CDC1 3 ) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.83 (6H, m), 2.51-2.82 
. (2H, m), 4.04 (2H, s), 6.88-7.08 (2H, m), 7.37-7. 53 (1H, m), 7.60-7.74 
20 (3H, m), 7.86 (1H, d, J = 8.4 Hz), 7.95-8.18 (5H, m), 8.46 (1H, d, J = 
2.2 Hz). 

FAB(pos): 486 [MH] + 
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mmm 90 

2', I'-VZ D D-N-[2-|»*-2, 9 J-)V) ;WW-6-* 



Me 




5 ###J 1 1 N-[2-[(i>7;-2, 

•^y U^;W7-feh75 F&ffi^r£\ 6 <£> 2 ) tffItll©SWP*tr "5 £ £ 

'H-NMR (CDCI3) 6 : 1.04 (6H, d, J = 6. 3 Hz), 1.27-1.80 (6H, m), 2.52-2.70 
(2H, m), 4.03 (2H, s), 7. 23-7.40 (2H, m), 7.46-7. 60 (3H, m), 7.68 (1H, 
10 dd, J = 2.1 and 9.0 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.93-8.05 (3H, m), 
8.09 (1H, d, J = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, J = 2.4 Hz). 
MjA : 162-164 *C GttBfcttft : IHfiH 

mmm 9 1 

4 ,_/7 D n _ N _ [ 2 - [ y ;/o fcf JU7 5 >0 * ^; W -6-* / U [1, 1'- tf 
is 7 x~;W -4-#;m^>7 5 F 




1 0 N- [2- [ <5M y 7"P t?;U7 S/)^ -(Mr / u = ; W 

20 'H-NMR (CDC1 3 ) 6 : 1. 06- (12H, d, I = 6.6 Hz), 2.96-3.19 (2H, m), 3.94 

(2H, s), 7.45 (2H, d, J = 8.8 Hz), 7.56 (2H, d, J = 8.8 Hz), 7.63-7.73 

(3H, m), 7.83 (1H, d, J = 8.8 Hz), 7.94-8.19 (5H, m), 8.46 (1H, d, J = 
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2.2 Hz). 

M£: 201-202 X: (dec.) (^ilM:SSxfJ|/) 

mmm 9 2 

4' - ? n O -N- [2- [ ( PJL^)V7 5 7)* 9 1 ; W -6-+;U-JW[l,l'-k'7i 

5 -;w-4-*;^^r->7$ H 




##k 1 2 2-(i^x^;i/75 y *3Mi/)-6-*y u ymy&m^x, 

10 'H-NMR (CDCI3) 6 : 1.09 (6H, t, J = 7.2 Hz), 2.64 (4H, q, J = 7.2 Hz),. 
. 3.89 (2H, s), 7.45 (2H, d, J = 8. 4 Hz), 7.57 (2H, d, J = 8. 4 Hz), 7.62-7.78 
(4H, m), 7.94-8.19 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 
MM. : 196-198 *C (dec.) , («» : »f JV-yX W-tJW 

tmm 9 3 

15 N-[2-[(2-^^;i/-4,5-> ? fcHo-iH--r$^y > -;p-i--f^)^^;w-6-^y 

U - M [1 , 1 '- fc? 7 x -4-£ ^ 7 5 K 



Me 




20 <t£«f&*£bT#fc 0 

'H-NMR (DMS0-d 6 ) 6 : 2.20 (3H, s), 3.36-3.96 (4H, m), 4.70 (2H, s), 
7.34-7.56 (5H, m), 7.58-7. 82 (3H, m), 7.91-8.26 (5H, m), 8.61 (1H, d, 
J = 2.2 Hz), 10.40 (1H, br). 
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FAB(pos): 421 [MH] 4 

MA: 212-220 (dec.) (gSftll : SfHf JH 
§ySF!j9 4 

N- [2- [ (2- 7 x ~;i/-4, 5->> b H P -lH--f 5 )V) * -6-* 

5 J U~JH [1, l'-t:7xr:;W-4-^;^^5/75 H 




##09 7 Tfft 6. tlfe 2- ( * D D * 3\> W / U - » 7 5 > 2 &BI*I£ffl 
ViT, 8 £ £tf£Jfi0ll 2 3 tTOaJM^Ii^fi 1 ? H £ fc± £11 

10 'H-NMR (CDC1 3 ) 6 : 3.54 (2H, t, J = 9.8 Hz), 3.98 (2H, t, J = 9.8 Hz), 
4.59 (2H, s), 7.30-7.80 (15H, m), 8.01 (2H, d, J = 8.0 Hz), 8.17 (1H, 
d, J = 8.4 Hz), 8.39 (1H, s), 8.55 (1H, d, J - 1.8 Hz). 
FAB(pos): 483 [MHT 

212-216 °C (dec.) (ttlM&ftjft : RttX^W 

15 £Jfi099 5 

i'-7)V* O-N- [2- [2- / 9-)V-i, 5-5? b F P-lH-f S W )V\ * 

^;W-6-*> U XJM [1. l'-b7x-;H-4-*Jl/^^7S h* 



'H-NMR (DMS0-d 6 ) 5 : 1.99(3H, s), 3.3(2H, br m), 3.5(2H, br m)', 4.58(2H, 



Me 




7 etlfc 2- O P ;* J U -^7 5 > 2 MISl 

20 ViT, ##f!8*J:lJC^W2 3-tW*Ot»fP«Ji^ff , 5JlfcK:J;0, §H 



WO 01/82925 



160 



PCT/JP01/03614 



s), 7. 3-7. 5 (3H, br id), 7.8-8.K9H, br m), 8. 35(1H, br d), 8.56(1H, br 
s). 

M: 240-242 *C (dec.) : IHJlX^JW 

mmm 9 6 

5 4'-7J^D-N-[2-[2-7x^K F P-lH-'f 5. ^V—JV-l-i )V\ 



##0>J 7 T# 6 nfc 2- (7 P P * -6-* 7 U -)V7 5 > 2 
10 {b^ ; £Mfe»tL : T#fco 



8.57(1H, d, J=2.2Hz).. 

n^: 209-21 Ot: (ISftflaWI : IWX^W 
15 3fe»«9 7 

N- [2- [2-^>>MW, FP-1H— f S ^/-JV-H ;W ;WM -6-^ 
/ Ux;W-4»-7;P*P- [l. l*-tl*7x-JH-4-^J^+^75 K 




7T^5 n& 2- (# P P ;* ?)V) -6-* y'J - )V7 5 > 2 JfiBI&£ffl 
'H-NMR (DMSO-dj) <5 : 3. 22 (2H, t, J=9.8Hz), 3. 60 (2H, t, J=9. 8Hz), 3.75(211, 




'H-NMR (DMSO-d 6 )<5 :3.45(2H, t, J=10.0Hz), 3. 82 (2H, t, J=10.0Hz), 4.50 

i 

(2H, s), 7. 31-7. 66 (8H, m), 7. 80-8. 15 (9H, m), 8. 35 <1H, d, J=8.8Hz), 
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s), 4.52C2H, s), 7. 17-7. 40 (8H, m), 7. 80-8. 14 (9H, n), 8.250H, d, J=8.4Hz), 
8.54(1H, d, J=1.8Hz). 

M: 200-202'C Otilfc'flSttFtK : IWX^JW 
«0U g 8 

5 h 7 >7-2- (4-^7 P D 7iZjV) + [2-(l-lf O U JM?JW"6-^y U . 



jCr ° 



cr 

###| 9 2-0- fcfD U ^n/M^WHMpy U-;i/T5 ><h##0J 

1 4t?#fc 2- (H □ D 7i -JW -5-*»">l, >§l ^T, 

10 «#I5 4©3) £Efil©SMP£fT3d£fc<fctK 3aMfr&**fcfi»*£ 

'H-NMR (CDCls) <5 : 1. 82 (4H, m), 2.62(4H, m), 3.10 (1H, m), 3.94(2H, s). 
4.27 (2H, t like), 4.46(2H, dd like), 5.570H, s), 7. 35-7. 62 (7H, m), 
. 8.06(2H, t, J=12.6Hz), 8. 29 (1H, d, J=2.7Hz). 
15 MM: 244-246-C 
*!il0lJ9 9 

4-(4-7)l/tn7xZjW-«-[6-(l-t:D 0 ?=.Ar*?)V)-l-1"7W}-l- 

KOTO 




20 ###J1 8 Tltfc 6- (l- tf D U s^JM ?)V)i-7* l/->-2-7 5. 

'H-NMR. (DMS0-d 6 ) 6: 1.57 (2H, m), 1.69 (4H, m), l. 80 (2H, m), 2.45 (4H, 
m), 2.77 (lH, m), 2.90 (2H, m), 3.68 (2H, s), 4.32 (2H, n)', 7. 13 (2H, 
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m), 7.34 (2H, m), 7.38 (1H, m), 7.60 (1H, n), 7. 66-7. 76 (3H, m), 8.00 
(1H, d, J = 2.1 Hz), 8.71 (1H, s). 
FAB(pos):: 432 Ql+ffl + ' 

m : 209-211 v im^mm : gt^X^WSM V7°P l!;WX~r;W 

5 HJSfll 1 0 0 

4-(4-* h^'>7x-^)-N-[6-(i-tfD u -2-^-7 ^;w-i- 




1 8T?#rc 6-(i-trPU^-;M^;w*7^u>-2-75 

'H-NMR (CDC 1 3 ) <?: 1.70-1.95 (8H, m), 2.55 (4H, m), 2.70 (1H, m), 3.02 
(2H, m), 3.74 (2H, s), 3.80 (3H, s), 4.26 (2H, m), 6.56 (1H, s). 6.87 
(2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.8 Hz), 7.38 (2H, m), 7.69-7.76 
15 (3H, i), 7.92 (1H, m). 
FAB(pos): 444 [M+H] * 

M : 194-196 °c («Aft:gtR : B*x^-5M 77*p H ;wx~r;u) 
MtM i o i 

4- (4-? n P 7 xnjU) -N- [6- (1- If P U i?-JM ^U) -2-±7f-M ~l~tf 
20 ^'Jy>i3^m5F 




163 

'H-NMR (DMSO-dj) <5 : 1.55 (2H, m), 1.68 (4H, m), 1.78 (2H, m), 2.43 (4H, 
m), 2.76 (1H, m), 2.88 (2H, m), 3.65 (2H, s), 4.30 (2H, m), 7.33 (5H, 
m), 7.57 (1H, m), 7.64-7. 74 (3H, m), 7.98 (1H, d, J = 2.5 Hz), 8.69 (1H, 
s). 

FAB(pos): 432 [M+H] + 

MjA: 209-211 *C («II:»I^-yf^nWl-fJW 

mmm 102. 

4- 7 x n jwn- [6- a u u i?x;p> ^; v) -t-j- 7 =f-M -l - tr^ u 




##0H1 8T?»fc6-(l-^DU^-;M^JW^"7^V'>-2-7S>*fflVi 

'H-NMR (DMSO-de) <5 : 1.60 (2H, m), 1.70 (4H, m), 1.82 (2H, m), 2.46 (4H, 
n). 2.76 (1H, m), 2.91 (2H, m), 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 
(5H, m),-7.39 (1H, m), 7.60 (1H, a). 7.69-7.76 (3H, m), 8.00 (1H, d, J 
= 1,8 Hz), 8.71 (1H, s). 
FAB(pos): 41 4 [M+H] * 

MA : 193-195 X. (grAfcgft : ««X?JW5*f V 7°P tT^X-^W 
HSfcfll 1 0 3 

4-^^;i/7xx;i/-N-[6-(i-tfD'J^x;p^5 1 ;W-2-^7^JW-i-tf^U 




8r#fc 6-(l-tfPU> 5 -;i'^^)^-7^l/>-2-75>§fflVi 
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■H-NMR (DMSO-de) <5 : 1.55 (2H, m), 1.70 (4H, m), 1.80 (2H, m), 2.26 (3H, 
s), 2.46 (4H, m). 2.71 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.31 (2H, 
m), 7.12 (4H, m), 7.39 (1H, m), 7.60 (1H, m) ( 7. 66-7.76 (3H, m), 8.00 
(1H, d, J = 1.8 Hz), 8.70 (1H, s). 
FAB(pos): 428 [M+H] + 

MjA : 210-212 *C (tirM;£& : mk^fr-M V~7*U fcf^X-^W 

Mm 0 4 

6- (4-7 )\,*U 7z-JV) -N- [6-(l-tr ^ U V-)V*?)V) -2-i~7^M ~3 



'H-NMR (DMS0-d fi ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, JN8. 3 and 8, 8Hz) , 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 
JMH : 218-219 *C : StU^-^ V7°u fc^x-?;W 

mm i o 5 

6- (4-* h * zs 7 x X ) W -N- [6- (1 - tf ^ U * ?M -2-± 7 W X 3 
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'H-NMR (DMSO-dj): 1.40 (2H, m), 1.51 (4H, m), 2.37 (4H, brs), 3. 57 (2H, 
5 s), 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 <1H, d, J=8.1Hz), 7.73 (1H, 
s), 7.81 (2H, m), 7.89 (1H, d, J=9. 0Hz), 8.10 (1H, d, J=8.1Hz), 8.17 (2H, 
d, J=8.3Hz), 8.39 (1H, d, 1=8. 3Hz), 8.43 (1H, s), 9.2 (1H, brs). 
: 263-264 V ffigkmU ■ ffitX^^^-f 77p KjPX-^W 

mmm 1 o 6 

10 6- (4- 7 P O 7 x -JW -N- [6- ( 1- tf ^ U 5>x;M ^U) -2-^ 7 3\JW - □ 5P 
>75h* , 



##0>J 1 5 T#7c 6- (1- tf ^ U 5?x;U^; W * 7 * V >-2-7 5. > V» 

15 MtLT'&fto 

'H-NMR (DMSO-dg): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and8.8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 Hfejft : 228-229 *C (tiiMttglK : l»XfJ|r7th» 
1 0 7 

4- tt-7)V* P 7 iXJW -N- [6- (1- tf 1 U ^; W -2-^" 73M W -1 - 
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'H-NMR (DMSO-de): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.0Hz), 
5 2. 34 (4H, brs), 2.77 (1H, m), 2.90 (2H, dd, 1=12.0 and 12. 2Hz) , 3.52 (2H, 
s), 4.32 (2H, d, 1=13. 2Hz), 7.12 (2H, t, J=8.5Hz), 7.30 (1H, d, J=5.9Hz), 
7.32 (1H, d, J=5.6Hz), 7.38 (1H, d, J=8.3Hz), 7.62 (2H, m), 7.68 (1H, 
d, J=8.3Hz), 7.74 (1H, d, J=8.8Hz), 8.00 (1H, s), 8.71 (1H, brs). 
m&: 209-211 °C (^IftlS : Wlfik^-f V^P WH-fJW . 

io mmm ios 

4-(H0 0 7i ~)V) -N- [6- (1- 'J i?-)V*^)V) -2-j-~?T)V\ -1-tf 




###11 5T#fc6-(l-tf^U> > -;M^;W^7^1^>-2-75>§ffl^ . 

is t, mmm 3 8 tmm^m^no t\z <t d , %mik&®&M&&*t u 

'H-NMR (DMSO-dg): 1.39 (2H, m), 1.48-1.61 (6H, m), 1.81 (2H, m), 2.35 (4H, 
brs), 2.78 (1H, m), 2.90 (2H, dd, J=11.5 and 12.7Hz), 3.52 (2H, s), 4.32 
(2H, d, J=13.7Hz), 7.30-7.39 (5H, m), 7.59-7. 75 (4H, m), 8.01 (1H, s), 
20 8.71 (1H, brs). 

Stjft : 231-232 t: GjgUffcM : fflfeff-^M V?U tf;i/X— tM . 

mam 109 

4- (4-^ ^)Vy x ~)V) -N- [6- (1- 1!^ U *J-)l* ^)V) -2-j- V^M-l-M 
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'H-NMR (DMS0-d 6 ): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.4Hz), 
2.26 (3H, s), 2.34 (4H, brs), 2.71 (1H, m), 2. 89 (2H, dd, J=12.4 and 
11.5Hz), 3.52 (2H, s), 4.31 (2H, d, J=12.9Hz), 7.10-7.16 (4H, m), 7.38 
(1H, d, J=8.0Hz), 7.61 (2H, m), 7.68 (1H, d, J=8.5Hz), 7.74 (1H, d, 
J=8.8Hz), 8.00 (1H, s), 8.70 (1H, brs). 

: 227-228 V (^MM : IffltX^-SM V7°U tfjVX-x^) 

mm 1 1 o 

4-<4-£ O P7i^W-N-[6-[(yX-2, 6-^^^Wl-tf^U z?-)l) 

Me 




##$| 1 7Wc 6- [(^-2,6-^^1^1-^0 ?-)V)*9-M1-7# 

'H-NMR (DMSO-de): 0.98 (3H, s), LOO (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
l.8l (2H, m), 2.78 (lH, m), 2.90 (2H, n), 3.82 (2H, s), 4. 31 (2H, in), 
7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
8.68 (1H, brs). 

MA : 199-200 V : ft^lfJW^^ V7°D \d)VJL-^)V) 
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v>>-4-(4-^ h^y7i-Jl/)-l-AJV^5 H 

Me 




MeO 

'H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.27 (3H, m), 1.57 (3H, m), 
1.78 (2H, m), 2.69 (1H, m), 2.89 (2H, m), 3.72 (3H, s), 3.82 (2H, s), 
4.31 (2H, in), 6.86 (2H, d, J=8.5Hz), 7.18 (2H, d, J=8.5Hz), 7.43 (1H, 
d, J=8.5Hz), 7.58 (1H, d, J=8.8Hz), 7.65 (1H, d, J=8.5Hz), 7.72 (2H, m), 
7.98 (1H, brs), 8.67 (1H, brs). 

ma :• no-Hi r m^itrnm : rax^;i/-iM V7°n tr^x-x^). 
mmmi 1 2 

N- [6- l»7-2, 6-7* 1!^ U * J-M-l-^V^MM^ U 

v >-4- (4- 7 Jk* d 7 x x;i/) -1 5 H 

Me 




7T*#£ 6-[('>^-2,6-> ? ^^;Wl-tf^U> ? XJl/)^^;V]^7^ 

'H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, in), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, m), 
7.33 (4H, m), 7.43 (1H, i), 7.65 (1H, i). 7.72 (2H, m), 7.98 (1H, brs), 
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8.68 (1H, brs). 

ffl£ : -219-222 t (fgJMkgi* : H&X^-iM V 7o K^X-y-JW 

mmm i i 3 

6- (4-* D O 7i^W -N- [6- [(2/^-2, 6->>* ^U-l-tf^ U $>x;W * 
5 JV]-2-t7fiW-3f>75F 




##0S1 7T1#fc 6-[(^x-2 I 6-v^^;M-^'J^n;W^5 1 ;W±7^ 

10 'H-NMR (DMSO-ds): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, in), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (1H, d, J=8.3Hz), 7.61 (2H, d, J=8.3Hz), 7.79 (2H, 
d, 1=8. 5Hz), 7.87 (2H, m), 8.20 (1H, m), 8.24 (2H, d, 1=8. 5Hz), 8.42 (1H, 
brs), 8.46 (1H, dd, J=2. 2 and 8. 3Hz), 9.25 (1H, d, J=2.0Hz), 10.63 (1H, 
brs). 

15 M& : 229-230 r (ttAftMNK : IWXrVWSM V^D tf;i/X~rJV) 
MM 114 

N-[6-[(->X-2, 6-^^^;Wl-tf^U 5*=JW ^^;P]-2-^7^JH-4' 



MeO' 




20 1 7T#fc 6-|»7>-2, 6-v^?\>M-t?^U ?~)V) *?)V]jr7 9 
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'H-NMR (DMSO-de): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, n), 
3.82 (3H, s), 3.85 (2H, s), 7.07 (2H, d, J=8.7Hz), 7.51 (1H, d, J=8.7Hz), 
7.73 <2H, d, J=8.5Hz), 7.82 (6H, m), 8. 08 (2H, d, J=8.3Hz), 8.42 (1H, 
brs), 10.41 (1H, brs). 

HA: 199-200 V (Mfl&ii : BKx^WSM V^n WVX-rM 

4* d p-n-[6-[(vx-2, 6-^^^;i/-i-tr^u s?=;w ^w-2-^73 1 
;w [1, r-e7z-ji/]-4-*»its h 

.Me 




'H-NMR (DMSO-de): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.51 <1H, d, J=8.3Hz), 7.57 (2H, d, J=8.5Hz), 7.82 (8H, 
id), 8.12 (2H, d, J=8.1Hz), 8.43 (1H, brs), 10.47 (1H, brs). 
ftjft: 220-222 *C (ilM : IWx^WSM V7P t^X-x^) 
116 

4' DD-N-[2-[[2-(3-tf U S?x;W-l-tT^U S?X^] ^ 9MM -6-* >"J 

-;W[i,i'-t:7xx;i/]-4-^;^W5 b* 




8 & nit 4' - ^ d p-n- [2- a d * ^; w -6-* - 
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M [l, r-h'7i-JW-4-*J^*D-5 F£fflwr, mffiM2 3 t^©^ 

'H-NMR (DMS0-d 6 ) 6 : 1.63-1.75 (6H, m), 2. 16 (1H, m), 2.87 (1H, i), 3.27 
(2H, m), 3.73 (2H, m), 7.40 (1H, m), 7.59 (3H, m), 7. 82-8.00 (7H, m), 
5 8.13 (2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.47-8.54 (2H, i), 
8! 69 (1H, s). 
FAB(pos): 533 [M+H] * 

M: 124-126 *C (dec.) (SNM&tt : Wk^fr-M V7°D tf^x- 

io £MM 1 1 7 

4'-^nn-N-[2-[[(2S)-2-U K^^JWifDU v^W/^l/N-* 

Me 
i 




##09 8 T*# 6 ftfc 4' -9 U D-N- [2- D D * -6-* J U X 

is ;W [l.i'-b'yxnjw^^^+i-s b*£ffl^T, IWJ2 3 

'H-NMR (DMS0-d 6 ) 5: 1.68 (3H, m), 1.95 (1H, i), 2.33 (1H, m), 2.84 (2H, 
DO, 3.25-3.44 (5H, m), 3.64-3.71 (1H, m), 4.28-4.35 (1H, m), 7.59 (3H, 
m), 7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J = 8.4 
20 Hz), 8.53 (1H, s), 10.62 (1H, s). 
FAB(pos) : 486 [M+H] 4 

m& : 1 72-174 °C (iglHbM : WlfH-f V 7°P t^X-x;]/) 
£MM 1 1 8 

t er t-y (2S) -1 - [ [6- [ [ (4' ->? P D [1 , 1 ' - \L 7 x ~M -4~f M ft M 

25 x;W y]-2-3V U n;i/]^^;W-2-t!D u s?>*ji/#+^i^- h 
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###| 8 T?# 'otlfc 4' -9 P D-N-[2-(^dD^ ^ U - 
;W [l,l'-tf7x-;i/]-4-*Jl/^^S Hftffi^T, »2 3^iOif 

5 'H-NMR (DMSO-d 6 ) 5: 1.38 (9H, s), 1.80 (3H, m), 2.05 (1H, m), 2.92 (1H, 
m), 3.35 (2H, m), 3.82-4.17 (2H, m), 7.62 (3H, m), 7. 82-8.08 (6H, m), 
8.14 (2H, d, J = 8.8 Hz), 8.30 (1H, d, J = 8. 4 Hz), 8.53 (1H, s), 10.63 
(1H, s). 

FAB(pos): 542 [M+H] ♦ ■ 
10 Rfcj&: 163-166 1C «MM:SiXWh^V^DWH-fiW 
119 

4-(4-* h^v7x-;W-N-[6-[(2,2,6,6-xh^^^-l-H^U> J n;W 

^5 1 ;H-2-^-75 1 ;v]-i-tf^U^>*^^5 h . 

Me Me 



Mes 



15 ##$1 1 9 6- [(2, 2, 6, 6-7- ^pWW-fcf^U ^)V]-2- 

■H-NMR (DMS0-d 6 ) 5: 1.00 (12H, s), 1.53-1.81 (10H, m), 2.71 (1H, m), 2.88 
(2H, m), 3. 72 (3H, s), 3.90 (2H, s), 4.30 (2H, m), 6.86 (2H, d, J = 8. 8 
20 Hz), 7.18 (2H, d, J = 8. 8 Hz), 7. 52-7.79 (5H, m), 7.97 (1H, s), 8.66 (1H, 
s). 
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FAB(pos): 514[M+H] * 

kj& : 1 64-i 66 r m&mm iwx^wsm v 7° n t^x-xjw 

|WJ 1 2 0 

4' h * 5>-N- [6- [(2, 2, 6, 6-fb7^ FJl-l-VI U v 5 -;!/) ^ -2- 

5 . ^7^1/] [1, r-h*7i-;W-4-J&^t5 H 

M SMe 

Me. Q JU 

###| 1 9 6- [(2, 2, 6, 6-x b 7*3\>Wl-tf^U 5>XflO *3\>W-2- 

10 'H-NMR (DMS0-d 6 ) 6: 1.01 (12H, s), 1.55 (6H, m), 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos): 507 [M+H] * 

116 : 212-214 X: OjgJIteM : SSl^h^-f V7D HfcX-x^) 

15 mm 12 1 

4' -7;i/*D-N-[6-[(2, 2, 6, 6-x b^^lM-fc^U 5*X>W ;WW-2- 

[i. r-£7x=;w-4-#;w**tf5 H 




###| 1 9T*#fc 6-[(2,2, 6, 6-f h5^f;W-^U y-JW/fJl/]-2- 
20 ^-7^k>75>^fflViT, HM^!l5 4©3) t^cp^^ff O £ £££ 

'H-NMR (DMS0-d 6 ) <5 : 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.35 (2H, 
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n), 7. 74-7.87 (8H, id), 8.11 (2H, d, J = 8. 4 Hz), 8.41 (1H, s), 10.43 (1H, 
s). 

FAB(pos): 495 [M+H] 4 

Mjft : 238-241 V WM&ffli : SBKXtJI'-SM V^D WH-f^) 
iWJ 12 2 

4' ^;WN- [6-[ (2, 2, 6, 6-t- h 7 ^ t;W1- t?H U 5>X JW ^ 9\JW -2-T 

7t;W [1, l'-t'7i-JW-4-*J^t$ H 

M 1 .Me 

O " 

Me 




###J 1 9T#fc 6- [(2, 2, 6, 6-fb7^W-^'J 5>x;W *3\>W-2- 

T7^>75>£fflv>T> ^SS0!I5 4©3) iHaioitfPfcfrSii^lcJ: 

"H-NMR (DMS0-d 6 ) 5: 1.01 (12H, s), 1.55 (6H, m), 2.37 (3H, s), 3.93 (2H, 
S), 7.32 (2H, d, J = 8.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7. 66-7.87 (8H, 
m), 8.10 (2H, d, J = 8. 6 Hz), 8.41 (1H, s), 10.41 (1H, s). 
FAB(pos): 491 [M+H] + 

: 235-237 «C (ttAfc&JI : ffftX^-SM V 7*D hf^x-T^) 
sfelifiWl 2 3 

4' -2 D n-N-[6-[(2, 2, 6, 6-t h^TJM-bf^U S?x;W *f JW-2-x 

7^;W [1. 1'-^7i^]-HJHW$ H 

Me 




###J 1 9 6- [(2, 2, 6, 6-t byt&V-l-W) *?=.M *?M-l- 
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■H-NMR (DMSO-d 6 ) 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H, 
m), 7. 74-7.89 (8H, m), 8.12 (2H, d, I =8. 6 Hz), 8.41 (1H, s), 10.45 (1H, 
s). 

5 FAB(pos): 511 Qd+H] + 

ftj& : 244-246 "C : StUfJWy^ V 7*P ¥)Ijl-t)V) 

mmm 124 

4'-^aa-N-[6-[(v<y^Dt!;i,75y)^^;W-2-^^;W [1, r-t? 



Me 




. 2 0 1?* 6 tifc n- [6- [ (v'-r v 7 p tf ;i/7 ^ j ) ^ -2-^7 5 1 

;i/]-2-hKn*^-2-*^7P/t>75 Kfcffl^T, «0IJ602) iH^ 

■H-NMR (DMS0-d 6 ) <5 : 1.03 (12H, d, J = 6.6 Hz), 3.01 (2H, m), 3.75 (2H, 
15 s), .7.52 (1H, d, J = 8.7 Hz), 7.57 (2H, d, I = 8.7 Hz), 7.76-7.89 (8H, 
m), 8.12 (2H, d, J = 8.4 Hz), 8.43 (1H, s), 10.47 (1H, s). 
FAB(pos): 471 ftl+H] + . 

MR : 246-250 TC (HiilfcM : Sil^-^ V^n tTjUX-x^) 

mmm 1 2 5 

20 6-(l-t!DU-7nJM3 1 ;i/)-2-^7^;i' 4-(4-^PD7xn;W-l-tf^U 




&m\2 2T#fc6-(l-fcfPU'7x;i/^^)-2-^-7h-;V 
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,'H-NMR (CDCl,) <?: 1.68-1.83 (6H, m), 1.90-1.95 (2H, m), 2.55 (4H, m), 
2.74 (1H, m), 2.97-3.12 (2H, m), 3.77 (2H, -s), 4.49 (2H, ra), 7.17 (2H, 
5 m), 7.26-7.33 (3H, m), 7.49 (1H, m), 7.55 (1H, d, J = 2.4 Hz), 7.73- 
7.76 (2H, m), 7.81 (1H, d, J = 9.3 Hz). 
FAB(pos): 449 [M+H] + 

121-123 *C (^b«:Mx^;i/-^y^ptf^x-x;0 

mmm 126 

10 6-a-tfDU^^;i'^^;w-2-^-7^;i/ 4-(4-^ h^^7xx;w-i-tr^ 



###IJ2 2T#fe 6-0-tf P U 9-)V*?-)V) -2-1-7 h—)V JWfc7K*BI4lL 

15 5fc£LT»fc. 

"H-NMR (DMS0-d 6 ) 5: 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (1H, m), 
2.99-3.15 (2H, ei), 3.72 (5H, s-like), 4.14-4.32 (2H, m), 6.88 (2H, m), 
7.20-7. 33 (3H, n), 7.50 (1H, m), 7.65 (1H, s), 7.82-7.93 (3H, m). 
FAB(pos): 445 [M+H] * 

20 fit£: 127-129 "C (fSHftM : fm*?)V-*M 7 7°u K^X-^W 

mmm 1 2 7 

6-(l-k!PU> ? x;P^5 L ;W-2-±75 i ;P 4-(4-*5SN>7xx;i>)-l-fcML) 
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2 2T#fc 6-(l-tf p U v'n;i/^5 L ;W-2-^7 h-)V JbfteKXtttt 

'H-NMR (DMSO-d 6 ) 6: 1.72-2.00 (8H, nO, 2.28 (3H, s), 2.51 (4H, in), 
5 2.68-3.15 (3H, m), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FAB(pos): 429 [M+H] * 

®& : 238-240 °C (tSAftftl* : IfflfcX^WSM V 7n fcfJl/X-T^) 
WJ12 8 

io u^>#;M^>w-h 



##0|2 2TWc 6-(l-tfDU^-;M^)-2-^-7 h")V IWb;**Rift 

15 'H-NMR (DMS0-d 6 ) a : 1.73-1.91 (8H, m), 2.51 (4H, m), 2.71-3.15 (3H, m), 
3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 
7.66 (1H, m), 7.90 (3H, m). 
FAB(pos): 433 [M+H] * 

MjA: 106-108 *C (»*ft»»:l»X^JW^V^Db!;PX-7-;W 
20 9 . 
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mm 3 8 tmrnvrnttzn? z. t\z& mmik^zm&m 

'H-NMR (DMS0-d 6 ) .5: 1.69 (2H, m), 1.90 (4H, m), 2.00 (2H, m), 2.82 (1H, 
in), 3.12 (2H, m), 3.22 (4H, m), 4.21-4.49 (4H, m), 7.16-7.44 (5H, m), 
5 7.75 (3H, m), 7.93-8.12 (3H, ■),. 10.69 (1H, br). 
FAB(pos): 415[M+H] + 

: 213-21 5 T3 (ttftftfttt : ISl^k^ V 7°P WPX-^W 
1 3 0 

N-(2-^f;hU,3,4-rb7kFo^> 1 /[b] [1, 6]^7^U^>-M' 
10 ;W[l.l'-lf7x=:;W-4-*JP**U-5H 

H 

##0S 2 3 T*§£ 2-^ 3MM , 2, 3, 4-T h 7 1 K O ^ > V* [b] [1 , 6] * 7 5 1 
U$>>-8-75>*JflV*T, «^54©3) <hHJ£(Dg|#£fi 1 5 d t 0, 

15 'H-NMR (DMS0-d 6 ) 5: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.53 (3H, m), V. 78 (2H, d, J = 8. 4 Hz), 7.83 (3H, m), 8.00 (2H, m), 
8.12 (2H, d, J = 8.4 Hz), 8.47 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 
M& : 236-238 <C (&llfc£fK : S^I^Jhy^ V 7*0 llfcX-xJW 
1 3 1 

20 4" -7;M-a-N-(2-*?MU-l, 2, 3, 4-fh7k H n^>y*[b] [1, 6] ?7<?V 
V y-Z-i M II , 1 ' - My x ~M -4-%)ltf*D'S. H 

H 

##0!I2 3T?#fc 2-^#-l,U,4-Th7t HO^>V*[b] [1,6]±75 1 
U> ? >-8-T5>Sffl^T, H»5 403) tra«OHfP*ff5J:tfc«k?)» 
25 Mfl*&ttfc*tfi»*fcbT#fc. 
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'H-NMR (DMSO-d 6 ) 6: 2.42 (3H, s), 2.80 (2H, m). 3.10 (2H, m), 3.71 (2H, 
s), 7.36 (2H, m), 7.88 (5H, m), 7.99 (2H, m), 8.11 (2H,. d, J = 8.4 Hz), 
8.46 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 

: 230-232 "C GGSJMkfttt : ff»X^;P-5M Vfu k>X<-x;P) 
5 mm&\ 13 2 

4'-^DP-N-(2-^^;H,2,3,4-T-h^t Kn^>V*[b] [1, 6]^7^U 

>-8--r;w a, r-if7x-;w-4-^;^W5 h 



2 3 T#£ l-*?-)V-\, 2. 3, 4-x h 7t Ko^>V*[b] [1, 6] ±7^ 
10 U> f >-8-75>&ffl^T, Hi£0!]5 4£>3) tHfiHOSWP*ff 5 H tfc«t "3, 

'H-NMR (DMS0-d 6 ) (5: 2.42 (3H, s), 2.80 (2H, i), 3.07 (2H, m), 3.71 (2H, 
s), 7.58 (2H, d, J = 8. 4 Hz), 7.80-7.99 (7H, in), 8.12 (2H, d, J = 8.4 
Hz), 8.46 (1H, d, J = 2.0 Hz), 10.57 (1H, s). 
15 jttjft : 238-240 *C (ttAft&tt : IHtX^P-^-f V 7*P fc^X-^W 
1 3 3 

n- [2- [ (^-r y 7*o tf;i/7 s -6-^ yuxjw [i,i' -tf 7 xx 



20 ###u o-et#fcN-[2-[(v-rv7ntf;i/75y)^^;W-6-^y ux;w 



'H-NMR (DMSO-dc) <5 : 1.03 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7.56 (3H, m), 7.69 (1H, d, J = 8.4 Hz), 7.67-8.05 (6H, m), 8.12 




Me 




7-feh7S KSfflViT, M#I6©2) tmm<D&<fc*'i : TOZ.t\Z&r), g 
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(2H, d, J = 8.4 Hz), 8.26 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J = 2.2 Hz), 



10.58 (1H, s). 
FAB(pos) 438[M+H] + 

HA : 208-209 "C (iSAfcjtti : Vrfu fc^Px-rJW 

5 13 4 

n- [2- [ ( >>-r v y o tf ;U7 5 7)7 9-M -6-* / U x; W -4' h * x 
[i,i'-k*7xr.;W-4-^;i/^it5 h* 



###| 1 0 N- [2- C (rM V 7°P tf;W7 57)/ -6-* 7 U x;H 
io 7-feh7SKfcJIVvr, il«6 0 2) 3E 

'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.82 (3H, 
s),' 3.85. (2H, s), 7.07 (2H, d, J = 9.2 Hz), 7.72 (3H, m). 7.82 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m) , 8.08 (2H, d, J = 8.8 Hz), 8.25 (1H, d, J = 
15 8.4 Hz), 8.50 (1H, s), 10.55 (1H, s). 
FAB(pos) 468[M+H] + 

HA : 223-225 C (ISAft&ft : MXS^SM V^P tf;UX— r;W 
HJSfll 13 5 

n- [2- [ (>m y tr;P7 s j ) * &m -6-* y u x;w -i'-yMu 

20 [l,l'-t:7x-;V]-4^M^5F 



1 o -e#fc n- [2- [ <s><f v 7°p tr;P7 5 y ) -6-^y u x;w 




Me 



Me 
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'H-NMR (DMS0-d 6 ) <5 : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.35 (2H, m), 7.69 (1H, d, J = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J 
5 = 2.2 Hz), 10.58 (1H, s). 
FAB(pos) 456M + 

: 207-209 : ffftX^P-SM 77°D tf^X-x^) 

1 3 6 

n- [2- [ (sm y y o bf s >o * -6-* y u x;w -4' ^ [1 , r - 

10 If 7x^]-4-*M^tS F 




i o rmc n- [2- [ (sm v~fu M)vr s.;)* 3\>w -6-* j u xj w 

15 'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6.6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8. 2 Hz), 7.69 (3H, m), 7. 84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, J = 8.2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8.51 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 
FAB(pos) 452[M+H] + 

20 M£ : 225-227 TC : tfRX^P-SM V 7*n t?Jl/X~rJW 

HJSfll 1 3 7 

N- [2- [ (3><f 7 7 P tf Jl/7 5 J ) * J-M -6-+ J U x;M -6- (4-* x 
-Jl/)xn^>75 K 
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Me 



. Me 




Me 



1 0 TJftfc N-E2-[(5M 7 7u t>75 J) *J-M-$-*J U =;W 

5 'H-NMR (DMS0-d 6 ) 5: 1.02 (12H, d, J = 6.6 Hz), 2.39 (3H, s), 3.02 (2H, 
n), 3.86 (2H, s), 7.36 (2H, d, J = 8. 4 Hz), 7.70 (1H, d,' J = 8.4 Hz), 
7.97 (2H, m), 8.13 (3H, m), 8.27 (1H, d, J = 8.4 Hz), 8.42 (1H, m), 8.50 
(1H, d, J = 2.4 Hz), 9.22 (1H, d, J = 2.4 Hz), 10.70 (1H, s). 
FAB(pos) 453[M+H] + 
10 MA: 211-213 V »f)h^V/OlfJH- f)V) 
MMM 1 3 8 

6- (4-* □ d7z=jw+[2-[(^ v "/p tf;P75 y) ^^;w-6-^y u 

-;W-n^>75H 



15 0T?»fcN-[2-[(^V^nhr;U75y)^5 i JW-6-4 i yUnJW 

'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.61 (2H, m), 7.70 (1H, d, I = 8. 1 Hz), 7.93 (2H, m), 8.23 (4H, m), 
20 8.48 (2H, m), 9.25 (1H, m), 10.74 (1H, s). 
FAB(pos) 473[M+H] + 

M£ : 201-203 V (*SJMb£4K : ffKlf^^ V 7°D H^X-x^) 
£K09 13 9 



Me 
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N- [2- [ irM y ?U M)V7 5 J ) ;* 3 1 ; W -6-* / U -J W -4- (4-* ^ 7 x 

z;i/)-i-t:^>j^>AJi/^t5F 

Me 

i o n- [2- [ v-fu M)W s;)^ 5p;h -6-*y u =;w 

5 7irh75 H*fflV>T, «#|54<Z>2) fe<t« 3 8 t^filOigfP* 

. 'H-NMR (DMS0-d 6 ) 5: 1.02 (12H, d, J = 6.9 Hz), 1.60-1. 77 (4H, m), 2.26 
(3H, s), 2.85-3. 03 (5H, m), 3.82 (2H, s), 4.43 (2H, m), 7.12 (4H, m), 
7.62 (1H, d, J = 8.4 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, 
10 J = 8.8 Hz), 8.81 (1H, s). 
FAB(pos) 459 [M+H] + 

Sfejft: 184-186 *C («S«l:«X^-^V^fjH-fJl/) ' 

mmm 1.40 

4- (4- fpuu-y i-jw -N- [2- [ (>M y yp tf ;P7 ^ > ) ;* 5\>M -6-* / u 
15 ^;w-i-tf^u^>*;^W5 h* 



Me 




mm 1 0 n- [2- [ <sM y 7d tf;u7 5 y ) * -6-* y u 

7izh75 H&fflV>T» $£095 4 ©2) «J:tf%K0!3 8 

20 'H-NMR (DMS0-d 6 ) 5: 1.01 (12H, d, J = 6.3 Hz), 1.59 (2H, nO, 1.81 (2H, 
s), 2.78-3.00 (5H, m), 3.82 (2H, s), 4.32 (2H, m), 7.32 (4H, m), 7.62 
(1H, d, J = 8.1 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, J = 
9.0 Hz), 8.81 (1H, s). 
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FAB(pos) 479[M+H] + 

0UA : 201-203 V GttAft&tN; : WH?^ V tT^X-x^) 
14 1 

5-[(4-^0^>^;i/)^->]-2-(l-t!D U ^XJM^W-HW > h*— 



##00 2 4T't#e>nfeX5 1 ;P[5-[(4-^D ; E^>v;i/)^>']-lH-r > K 
-fr-l-^M** (lOOmg, 0.301mmol) <hh'JX^;P7S> (0.050il, 

0.361mmol) 0fb7tHO77> (3ml) jgiftte >*;i^x;i^ □ 

10 UK (0.0256ml, 0.331mmol) 15M3$Lfc. £fS*fctfDU^> 

(o.3mi) sflu*, litFWim i ajatttftin^^x^px— 

is t^DMLT, -TV^ntf^x-x^cfcD^bbT, SJSft^fe 
(1.8mg) £#fc 0 

'H-NMR (CDC1,) 6 : 1.83 (4H, m), 2.62 (4H, m), 3.80 (2H, s), 5.04 (2H, 
s), 6.27 (1H, s), 6.85 (1H, dd, J = 2.4, 8.4 Hz), 7.05 (1H, d, J = 2.4 
Hz), 7.19 (1H, d, J = 8.4 Hz), 7.33 (2H, d, J = 8. 6 Hz), 7.49 (2H, d, 
20 J - 8.6 Hz), 8.95 (1H, s). 

mnm 142 

6- 7 x x;U-N- [6- (1 - fc° □ U 5>x;M f-M -2-T 7 J-M X 3 77 ^ h* 



###| 1 8Tl#fe 6-(l-tfDUi?x;M5 L ;W7 r -7^l/>-2-75 >^fflV^ 



5 



H 
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'H-NMR (DMSO-d 6 ) <5 : 1.73 (4H, m), 2.50 (4H, m), 3.75 (2H, s), 7.47-7.59 

(4H, m), 7.77-7. 92 (4H, m), 8.20 (3H, m), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5 fljbft: 212-214 "C (g^ftil : Sil^hv-T V HJH-f ;W 

nmm 143 

6- (4- * h * *s 7 x n; W -N- [6- (1 - tf P U * ?)V) -2-t7WW-3 
^>7S H 



10 ##091 8Tl#fe6-(l-tfOU.v ? n;M9 i ;W^7^l/>-2-T5>^Vi 



s), 7.09 (2H, d, J = 9.0 Hz), 7.47 (1H, dd, J = 1.5, 8. 4 Hz), 7.76-7.91 
15 (4H, m), 8.10 (1H, d, J = 8.4 Hz), 8.18 (2H, d, J = 9.0 Hz), 8.38-8.44 
(2H, m), 9.20 (1H, m),. 10.59 (1H, s). 

MA: 261-263 *C (MMiftil^lryMV^Dk'jU-f^) 

mm 1 4 4 

5-(4-7JPtn7i ~)V) -N- [6- (1 - tf P U P-)Vl J-)V) -2-ir 7 W ~P 
20 ?>75 K 



1 8 T#& 6- ( 1 - tf P U W ^7 ^ V y-l-7 5 > 

T, H»J5 4©3) t^CDW*fT-5Ci^0, Wb&$£&6$ 




'H-NMR (DMS0-d 6 ) 6: 1.72 (4H, m), 2.50 (4H, id), 3.73 (2H, s), 3.85 (3H, 
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'H-NMR (DMSO-ds) 6: 1.71 (4H, m), 2.47 (4H, m), 3.72 (2H, s), 7.41 (2H, 
m)., 7.48 (1H, d, J = 9.6 Hz), 7.76-7.91 (4H, m), 8.18 (1H, d, J = 8.4 
Hz), 8.28 (2H, m), 8.45 (2H, m), 9.24 (1H, d, J = 2.4 Hz), 10.63 (1H, 
s). 

5 MM : 238-240 "C (M^bW : ^X^h^-f V^O t^X-riW 

mnm 145 

6- (4- * 7 x ~ ; V) -N- [6- (1 - h° D >J ^) V) -2-^7 <?)V\ X U 

>7=- H 



10 8l?#fc6-(l-t: o DUvx:;i/^^;0^7^1/>-2-75>^ffl^ 

'H-NMR (DMSO-dj) 5: 1.71 (4H, m) , 2. 39 (3H, s), 2.47 (4H, m), 3.71 (2H, 
s), 7:35 (2H, d, J = .7.8 Hz), 7.45 (1H, dd, I = 1.8, 8.4 Hz), 7.74-7.89 
15 (4H, m),. 8.12 (3H, m), 8.44 (2H, m), 9.23 (lH.'m), 10.62 (1H, br). 
Bkift : 260-262 "C (Mfc&tt : SHx^-^ 7 7°n kr;kx-T-JW 
14 6 

6- (4-7 n O 7 xXjW -N- [6- (1- M P U -2-^7 -3 ? 

>75 H 



1 8 ante 6- (1 - tf D U -J-)V^)V) :f 7 7 1/ >-2-7 S > 
T\ m^J5 4©3) i^#cD^^fi ; 5ilifcJ:D> SllI4fc'&tl£&lfit& 

'H-NMR (DMS0-d 6 ) 5: 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.47 (1H, 




20 
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dd, J = 1.8, 8.4 Hz), 7.61 (2H, d, J = 8.4 Hz), 7. 76-7, 88. (4H, m), 8.23 
(3H, i), 8.45 (2H, m), 9.24 (1H, d, J = 1.5 Hz), 10.68 (1H, br). 
Bk£ : 270-274 X: (tti&fc&JK : WmtX?)\r-iH V 7*D t?JUX~r;W 



5 mwn 

( 1 ) W6M 1 ~e# 6 tlfd b£tt 5 O mg 

(2) h-X 3 4mg- 

(3) h^03'>aft 1 0. 6 mg 

(4) h^tDayll^ (ODf) 5mg 

10 '(5) XrT'J^^^A 0.4mg 



(6) tDV^-y^V^DVu—TsiD^^Oh, 2 0 mg 

Wr 1 2 0 mg 

%mzm>±m d) ~ (6) *»£u &m ^Tfrirr s zt\z£ 

15 

1-1 hj»S#cDNA£/fl^£PCRfeK:«fc*^ h SLC-1 S^fr 

cDNA ®WM 

?y M8*3fepoly (A) + RNA .(^D->ry^tt) Sttitl/. 7><?2±7° 
7^V-%%\,*XWi&%&Jfo*ftf3i?rc. WIB&RJ&fa &$J7 RNAPCRver. 

l*J;t;2 0^J«DNA^'r'7--ftffl^TPCRJ*fc«fc***ISff&ofc. 

^ dna T^-r ^-r^«M*ff fifc«iR*n*«*©3te ; F3fiifii«isn*«k 

WttJPSn, 3' fllcfflm* Spe I ©«tt-r*£*E^J#ttJn3tt* 

25 iacB 1 «3«ktf3' «ic-tn^no«iiis»*0«8«E^ift^iPbfc. je 

&fc©ffififc»,cDNAflFS5 m K^DNA-^^-f -7-#0.4 u M,0. 25 mM dNTPs, 
pfu ah7^^->tt) DNA#U*7~ tf 0.5 /z 1 43«fctf»*K:#JR©ns/ 

(;t-^r>x;i/T-tt) 94^C • 60#©M&©^ 94*C • 60 
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6(TC • 30 fj\ 72*C • 150 ®<D1M>?)V& 35 ®»D5EU 72^7? 10 #M 

Kfoz^tz. m^Mywmmt, o.8X7#n-xy;w8&»»©&, x^v 5 

###J1- 2 PCR»o^7X^ H^^-^©^^D-n>^«kt; 
5 if A cDNA ffi&Ott&STUO^C £S*tf0 cDNA @H^J©« 

SHJifcLfc. PCR-Script™AmpSK(+)£D-3>^y h Uh5^*»tt) 
10 ©M^Kl^Vi, IaIJjXbfeDNA&y^X5 H^^-pCR-Script Amp SK( + )^ 
+h!7*# O— X >!?Lt£o CtlSXi^x U k7 □ U ( Escherichia coli ) XL-1 

Blue ub7^^-» \zmxvxmwmiyr^ cdna^X*^**^* 

□->£7>k!^U>£J:tfX-gal fc^LBa^Jft+TSMRU fifi&M 

t*£d->©**mI'&^*w&*e v ^#»^ »»k«#b. con 

15 XL- 1 Blue/ 9y h SLC-l D->&7>t^U >&^tHBig 

«n?Hft#*U QIAprep8 mini prep (*7y>&) *ffl^T^7^5KDNA 
&W«l/fc." W«l/fcWrAOHBI5ftfflViTftlliB»*Sal IfcitfSpe Il'«fc 

K£iJtf)&^£)fc#>£>MJ&&DyeDeoxy Terminator Cycle Sequence Kit (A— 

SLC-l *>/t#St (@S^iJ#^: 3) S3- FTS cDNAE^iJ (Lakaye, B. et al. 
Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 (1998), accession No. 
AF08650) ©5' MC Sal I BMSTUtfttftlU 3' Wz Spe miS3^J» 
25 L fcilfc^ K?'J fc-SrT 5 H t *«B5 L/fc (@B?«#^ : 4 ) o 
###q 1-3 77h SLC-l f§3t CH0 «<D#$S 

i - 2 T@e«*ifS£*ifc5 y sLc-i 0^*75 y ksb 

5' ^fltd Sal I BflKEaWttiOU £fc 3" WCSpe I BMG 
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coli (DZU-y&r) piasmid Midi Kit (3r7y>#) §ffl^T^7^5 

wu, flumps sai i*«t^spe i^mhx^y^-bu^mihL 
tc, <i >ir- h dna 7#d-*$*;w&;& s v u t«j o a u 

5 aaRftfrtt-pTHJRbfc. ^©'OiJ— hDNASSal l£>£tfSpe I« 
Lfc»1WBIIS5KBffi^^-^9X5 KpAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1219, pp. 251-259 (1994)12^© pAKKOl. 11H 

-f y—>a >*frfc^ Bfi»SJ8:/9*5 H pAKKO- SLC-1 £$Ngbfc. 

10 pAKKO-SLC-1 -CTgMB&lfc E. coli DH5( h~ 3-#~) fegBlfoPlasMid 
Midi Kit (*7y>tfc) £IBV>TpAKKO- SLC-1 ©7^7.5 H DNA 
nn^r CellPhect TransfectionKit (T^yt A7 7^'>7/M*f^t) 
£fflV^#©:7°a hn;i/tC^oTCHO dhfrlfflfl&fc^AUfco 10 p. g(D DNA 
^iJ>IAJ^7AiO«Wtl/, 24^fit5 x 10 5 ^c«l x 10 6 

15 M© CHO dhfrMSMbfc 10 cm WC$sJnLfc, 10%»7'>fl^e« 

5/J»JSJlillIIS-grtrt(»^ MEM a giTlll/fc. aW*#«t , T?*i*LT < 
* SLC-1 565! CH0«^S§fIMSSO3 D--56 ^ D->&l^l/fco 
1-4 £&yy h SLC-1 Iz-fe^-SSRinRNA ©fggMOiSMHO/ 
20 SLC-1 fflfiftftasft 

##0IJ 1-3 T'ffi&Zntc CHO/ SLC-1 * 56 % U->(D£&yy h SLC-1 
H:^— 5SR mRNA ©IPIS^ Cytostar TPlate (77vtA7 7iKy 

CHO/ SLC-1 **©&£□->£ Cytostar T Plate ©# well £2.5 x 10 4 fiT 
25 ^SSIT 24 NfMSSIbfeft, 10X*;^U >CioT«S@Hbfc. & 
well KO.25% TritonX-100S«JpLTaHia©3iiai4**Jf^ 35 S v^)V 
bfcSE^iJS^: 5© riboprobe SjQ&TA^U^XS'&fc. 20 mg/ml © 
RNaseA£#well {'iP^Tlgl© riboprobe fcWbU 7W-h**<«siH> 
/W^U^XLfc riboprobe ©£fc#ti£tt£ Topcounter TSSSbfe. 
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1-5 th SLC-1 cDNA t^tf^* 5 H ©M 
kM(&iei8aS*cDNA library (SUPERSCRIPT™ cDNA Library;GIBCOBRL ft) 
5 Genetrapper cDNA positive select ion system (GIBC0BRL&)©TZirL7 

;HCfi£oT , 7 Fl X>H7^t/T— tffcjfl^T, DNA £ nick £Atl 

. 1 M&jeJHS* cDNA library £W«L&. 

Kolakowski Jr. E> (Kolakowski Jr., et al (1996) FEBS Lett. Vol. 398, 

io pp. 253-258) <Dnm\z&^ximhitmm*.'. %<D&fi&v3x9v* 

(accession No. U71092 O 1434-1451 CffiS) ©3' *Sgfc biotin-14- 
dCTP £ Terminal Deoxynucleotidyl Transferase &£H>T#iflU biotin-ffc 

15 1 bJ&jEM&cDNA library 4 g £ 95*01! 1 

• T?3&?SSrU, biotinfbtfU^^l'^K 20 ng : 37trTM l$m, JSff 

v J >tf— X^JP^ MAGNA-SEP Magnetic Particle Separator (GIBCOBRL tt) 
V>T> bio t in to* U rf^ ? H fc/W 7* U #4 XLfc l*ith!& 
20 ieJK*3fecDNA^mU Kolakowski Jr; 5 ©ffift (Kolakowski Jr., et al 
(1996) FEBS Lett. Vol. 398, pp. 253-258) fcg^Tft^bfcSEWt : 
7©^/Jg*U^^WH (accession No. .U71092 © 1011-1028 KlffilS) 
50ng S^'f7-fclTTZa7JHC^Tffii«mt^ 2 ^II^^X 

25 1-6 JWBl/fck b SLC-1 cDNA £<atr7°77>5 K0ttaBBfll0ft£ 

1 - 5 T^e»nfc7°7X5 K£ ELECTROMAX™DH10B™Cells fcXl^ 

D->©**Sfi0L/fcO*»ttTO^ViT^BIb> JBIHgtfcftIL coli. 
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DH10B/hSLC-l £#£.«*©£ D->£7>tfi>U >*«T LB 

*U QIA pre P 8 mini prep OW^ft) H DNA «ttttb 

fco :!83BE^ftfe©fc*©R*fck DyeDeoxy Terminator Cycle Sequence Kit 

5 JSPttLfc. -tOtSft, @B^iJ#^: 8 fcw*rfifll* I #&ttfc. - HfcflSttfc 
- K -T « 7 5 / ^SS^iJ (@H»# : 9 ) tt, Lakaye 5 ©$B£ 
(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
fcfevvr, thSLC-1 ©6£y*£frh:Mfc6#DNAiffiF!l (accession 
number :Z86090) fcfcfcfcl/T?? h SLC-1 i^m^tlfdSMtLXim^ 
10 ttTWfcth SLC-1 T'SygftiBJitttS^TfeD, ffi^@B?iJ©$e)fc69S 
64 75 y^±»fKt«3 K>T*&£ ATG *fnRNA ±T#«Ef 5 £i£^L 
TV>*« 2:©S5!l*3-H-r«DNA*^tr^7^5 FfciSJBfHEftft 
Escherichia coli DH10B/phSLClL8 * I FO^M I BHfc^Klfc. 
##09 1-7 t hJ»iBIK6*cDNA £fflV>fcPCRfefcJ;* t h SLC-lcDNA © 
15 if"! 

> ? ->h^u/^^J;t9^n-->^$nfet h SLC-1 DNAlB^J^tf 
^5HS»aiU @E?>J#*f : 1 0&<ktfl 1 ©£j&DNA ^< V— £ 

**n*ttfrfco&. B(J#©*t1iDNA£bb SLC-1 (S)£, ^#©^i|iDN 
20 A£tMLC-lCL)fc#«Lfc. -&*DNA^9-fT-t4*«#»efcfWR*n 

IBM Sal I ©W-r-5*ISEW#iP^ti, ££3' mizMimm Spe I. 

RB*OB«fi5lft#llPL/fc. kb SLC-1 (S) if *I©£Jfcl£©ifa/&&, kb 
25 SLC-1 DNASB^IJ^tr^^^ H»S5 # K £&DNA T-fc 0. 4 
MM, 0.2 mM dNTPSs pfuDNA stfU * If 0. 5 n 1 ^itWiCtlOAy 

7 n&Ej&Steso Mat Jiteofcdo^^jwiU— "7;nj--f 

£7- (;1-^>X;1/V-Ii:) £JBV^ 94*C • 60 &©2nMt©& 94*C-60#> 
57t>60$\ 72t3»150»OW^;l'*25iailOjgU ft&fc 72*C • 10 # 
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ftfiUfc. £fc, t b SLC-1 a)**«®RJfi*0lW*Kk tb SLC-1 DNAffi 
yil*^tf^9^5HI»JH5 W h£/MA:/7-rv-#0.4 // Ms0.2mMdNTPSs 
pfuDNA # U * 5— £ 0. 5 u 1 ^ck^^(C#M©A*y 7 7 ~X\ ItSJfcSte 
50 jti 1 tLfco m^tc^b(D^^Mt^r-^)V^i7y-- (/1-*>XJ1/ 
5 V-*t) 94t: • 60 #©M&®&> 94"C • 60 $\ 60°C • 60 $\ 72t: • 

3#0U-r^£25[UII93IU ft&fc 72*C • 10 frMLfco ^"liM© 
fllB& 0.8%7^n-7^W»©t, Xf^^A^UY^ Hlftfit «fc 

m%mi-8 mm®}®??**. w9—»s.wJ9u—~>>f%£& 

10 if A cDNA »#<0£3£83^®flM*fc:<k «*WB cDNA S2?iJ©i§ig 

1-7 Tfrfcofc PCR ftOK^WHrH 0. 8 %O^S6^7^D-7,y 

*®JRLfc. PCR-Script™Aiop SKO£D-X>^y b (Xb7^^->ft) 
15 ©*fcfrfcttV>, HJiRLfeDNA F^^-pCR-Script Amp SKO'v 

•9-7t7U-->tfVfco Zin^X^xUtT 3»J (Escherichia col i ) DH5 
a competent cell (h-a-#-) te*A LUSHES! cDNAjfA®? 

jt£#o£ n->*7>tr^y x-gai fr£triB*39&tt«t'"3WRU 

20 (S) (DWMMWfc colj_ DH5 a /hSLC-1 (S) £ fc b SLC-1 (L) (D^^MWkW- L 
coli DH5 a/hSLC-l(L) ^#fco ffl^rO^D->*T>^>'J >*frtJLB*« 
T-Ifci&*U QIA prep8 mini prep (^T^tt) &fflV>T:/?X5 F DNA 
£Mbfc. »|J|LfcDNA"©HKftfflViT«ll8»#Sal I*s«ktfSpe I £<fc 

25 @B?y©&^©fcfe®RJfoteDyeDeoxy Terminator Cycle Sequence Kit (/I— 

fc= f^tlfc^D - >©@3?iJ«, t b SLC-1 3tfirF«M@l t bT@5?'J#^ : 

f : 14) 43<fctffc b SLC-1 jtfe^^Si UTE^IJ## : 1 2£«ktf 1 3 



WO 01/82925 PCT/JP01/03614 

193 

®£jfcDHA:/5*fT-Tif*3tt***DNAfifll (E*l#*t : 1 5) « 
##001 - 9 hh SLC-l (S)^S CHO Iffifcfeitf k h SLC-1 a)5BS CHOMIS 

5 i - 8 Tfiefliaqwastifc t h slc-i (s) t , t h slc-i a) 

tlfc7^X5 Kfc.fcoTJgffteJfcSttfclL coli 0^P->J:D Plasmid 
Midi Kit (*7^>ft) ^W^X5^1IL, $OPS#^Sal I $5<k 
tXSpe IT?UO*fbTHT>lJ— H»^ft«DttJU*:. «f h DNA 

d O-f >it— h DNA Sal I:fe<ktfSpe I TSBMfrbfcl&UllWIKfiaffl^^^ 
— -fyTsS. FpAKKO-lllH (Hinuma, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994) 33«© pAKKOl. 11H hWl—OIZ $~7°7XS. H) 

15 Sffl7*7^5 H pAKKO-hSLC-1 (S) £ pAKKO-hSLC-1 CL)£*&8L&. 

pAKKO-hSLC-1 (S) DC pAKKO-h SLC-1 a) T?g@fe&bfcE. coli DH5 a ( h 
-3-#-) &%m&, Plasmid Midi Kit (3r7y>*±) £$V>T pAKKO- 
hSLC-1 (S) £ pAKKO-hSLC-1 (DOT^S h* DNA tft&CellPhect 
Transfection Kit (7Tv'tA7 7^y7/Htr^li) &fflV^#©y 

20 D bnjMdfeT CHO dhfr*t»ALfc. 10 ^ g© DNA £U >WtiJ)V^ 

v&to&ftmmmtLs u*nm\zs x io s ^fc«i x io'tocho dhfr 
aajas»ab/t 10 cm^-wcssinbfc. io%^^s«§^mem « 

MEM a«Wtb&, «*tt«fn?i«*LT<Sk h SLC- 
25 1 (S) MfcTBA CH0«IiaTr**JlfR|gaaBljaO3D--56 £ D-.>:fe.fctf. 
k h SLC-1 a) Jte^ACHO«T*^0M^«OPD--61 

1-10 k h SLC-1 <S)*5«ktfk h SLC-1 (L) mRNA ®mi&®ft^&. 
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###J 1 - 9 rffi&Ztlfc CHO/hSLC-l (S)W 56 7 CHO/hSLC- 
1(L) $61 7 0->©mRNA<D^:pl*£ CytostarT Plate (77->t A7 

bfco CHO/hSLC-l(S)ft^<j;r/CHO/hSLC-l(L) $tf>#7 D->£ Cytostar T 
5 Plate ©&well£ 2.5 x lO^foftilT 24 P$TO*b£^ 10%*Jl^ 
UXlct-pTMSftfc. & well CO. 25* Triton X-100 £§sJlDLT,UH 
fia©gjitt$ab^fe^ 35 S 7^bfcSB^J#^ : 1 6<D riboprobe £J[!;iT 
A-r^U^-rX^i^fco 20 mg/ml 0 RNaseA£&well CJl]*_TM<Z> 
riboprobe £MU 7>- h£J;<»Lfc^ A-T 7*U 7*-f XLfc 
.10 riboprobe Topcounter TSUSLfe. M*fStt©i^«^mRNA 

fggtS/^fiS^. mRNA^*<Di^7 7P-->04 I J^ #C7D->#^f 
57££t£ffllA75: e 

H^J 1 Wb^O.GTP r S /H >7*7y-fei' *m^tz.7>$d 
15 nx b«tt<»£ 

i - 1 o s tifc t h sLc-i mm cho «7 a - > 57 £ £ 

m 1 -4T#6tlfc7y h SLC-1 CH0M7 a-> 44 £fflV>T> UT<D 

u ym.mm%M-&.Wk (ph 7. 4) c t k & &zt7 v v slc-1 mm cho is 

20 l!&(lxl0 8 l]a)£#iS$-g\ mkLtco MM<D^Uy hW^-hA*7 7 7 
-(10 mM NaHC03 , 5 mM EDTA> pH 7.5)£ 10 ml #U hD>/jK ; E^ 

if-^fflV^T^^v 5 ^- hbfco400XgT 15 #P^i>bT#£nfc±?i£ 
$ b\Z 100, OOOXgT 1 M^b,iiH^©M#l§t#fc. 2 ml 

<D7y-fc-f Ay 7 7-[50 mM Tris-HCl (pH. 7. 5), 1 mM EDTA, 0.1% BSA(7 

25 isM.m7)V7$.». 10 mM MgC12. 100 mM NaCK 1 ^ M GDP (7*7 /v> 5' 
-— U , 0. 25 mMPMSF(7x-;i/^^;i/7.;i/^n;i/7;i/^7^ KK lmg/ml 
^7°77^>\ 20 mg/ml nt-f^T^X 10 mg/ml 7*77*7$ 

»u ioo,oooxgTi w^b^c. vc,WiMtLT®w.2ntzmmft*ntf 

20 mK^yfe-r A777-C»l/> fiMk -80° C«U 
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Hk>®f© 96 ft-?U-h\Z, 77t^/\'777-T»fc SLC-1 CHO 

nmmtt m u i &#abfc«, dmso *«nrWRbfc 3xio-'°m mch 2 # u 

5 I^ISl:fltfc»lk^lSl2 M U &<fcI>T 5 S]-Guanosine5' -(r 
-thio) triphosphate^— fk¥XA &8D 25 # 1 2\ ^n^ftgsinLfcO® 
fl&IKftft£:20 # g/mk [ 35 S] -Guanos ine 5' -(r-thio) triphosphate : 
0.33nM)« C©EJHft£25Trr?lWFM, ft#Lfc#&Rft$12:fcfk ^7X7 
^;l^-(GF-C)*JBVvr!R3l3«U (50mM Tris-HCl If « 

10 PH7. 5) 300 u 1 T? 3 HTCfc&Lfc. #7*74 )V9-\zM#i'> s ?V—9- , & 
50 ml S&inU ^o7 t c^«tt^#>'>5 1 ^— >a >##>*-TMJ&WL 

mtQLftt%OftM1£&)/ (MCH S*iDLfct^©KI?HStt-DMS0»ttS* 
JPbfc£it®$TOtt) xl00£LT, '&£B&£# (%) #&fc£tt© IC 50 













SiStt ClC sn M : nM) 


«0Ol 


5 



it&W (I) > (10 6J:tf*n6®fitt, «n&MCH3£M*tt#tflMi 
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1. A 

Ar 1 — X — Ar — Y — N ( 



5 [at** Ar 1 te§«£^LWT&£^Si«S£ ; 

Ar tt«JUteWLWTfe«fcV>»£*»a^»fc : 

R ^itf R 2 «(^-Syc«M^oT7K^MT^fc«M«&*L,TViTfe «fc 

Y <h 1> £ff&£& W LT ViTt) £ V^SE*«*ai*»d6 LWT t> «fc < . R 
'ttBSf-f***^ Yfc«fctf Ar iit)l:IiI*fLWT!)j;^ 

& 5 j* 5 - ^n*;^ >to^Jo 

15 2. R 1 ^Sj;D?R 2 W-^^«»oT7jc^®T^fe^*mSS : tLTViT 

©$fl 0 

«©2!lo 

5. j£ 
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— X— Ar— Y— N 




10 



15 



20 



[5£#> Ar ^iftftli&WbWTfcJ^Stttafe* : 
X\teC0NR 8 , NR 8 C0 (R 8 tt7K*M^ AP^>fb$nWTfc«fc^ C 
7WJK AD'y>jb^nTViTt)«tVi C ^T^fr-tDViR-frs AP** 

Ar H:«ft*ftWbTV^Tt>«fcVi«^l!K3S«Sllft ; 

Yfc«fctf Ar ttt)fcegfcS*WbTWbJ;^S 
^JJ^MSt) X-$>Z>ii%. ArttAP$*>. kFP+'X c a _ a r;i/ 

*;k T;m^>*5.i:^APy>^?»ji«n§B^S^WbTViT : fcj;^4 

-^fjv-2-^;n v^. £fc » 2 - ^ >"M )i7$;- u 

6. X 1 ^CONR 8 ^fc«NR 8 CO (R'fii**®^ AD^tlWW 

^ c ^bJMjk Apy ><b$nwT%>«tvi c 1 _ 6 7;wi'-*;^-^» 
AP^Mb$nT^Tt)«fcViC 1 _ 6 7;WK*JV*-Ji'£^'f) R 1 
& <fc at r 2 * & »&fc ■=> ttkssih 1 * & «fi$s sirLTi»Tt)«fc^ 
ftflaK***5%r^. r 1 1 r 2 fcjwwftf^iam^fcfefcaiMfew^T 



WO 01/82925 



198 



PCT/JP01/03614 



9. Ar H\ AO^r*>^ An^^nWTfei^C^J^J^J: 

tfApyxb^ftT^Tfej^c 1 _ 6 7;u^^>'^e>ji«n§SM*s^n 

io ^ftl&V>L3{@WLTV>Tfci:V>7x:i;k lf7i-UJ^fctj:7i-;i/ 

10. Ar 1 ^ ttm*^WLT^TfeJ;ViC 6 _ 14 7U-;H?fim$nTViT 

11. X 1 Ifi CONH £tc U COO T$> SHfJfcS 5 Eft0fc£tt. 

is 1 2 . Ar TS*n*«^*aK3WraW«iWIHR 9 &(a b 1 4 0»&£SR5S3!f 

1 4. Ar ^tSfti&G&ms&r&mifi*; U >&fc«^7*U>T**Wf 
20 jjBHSBfcOffr&ft. 

15. XWONR'gfcttNR'CO <& 8 tt*JMC^, APyXfc^nWTfc 
iViCj.eT^K Aoy>fli$nTViT'b«fc^C l _ fl 7;P+;i'-*;l'#= 

Ar ;'j^fcttt7^i/>m nt&g 5 umofc^m . 
25 i6. YT^$n§iiioMf^i^vib6 07.^— -o-, -S-, 

-CO-, -SO-, -S0 2 -, -NR 8 - (R'tt**®^ AP$r*>ffc;£ttW 
APy>^$nTViTfe«fcV> C i.aT^^X^*^^*^) 

z>v\ p y xts n wt t> j: v» 2 m<o c ! _ 6 #s*siiHb7k**# 6 a 1 
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1 8. R i tK 2 ti)m&?z>£mm : ?t%K:mM&*&isT\,*Th&^g. 
5 i9. ^m^mmwwts u x tf^uvx e*53»» trau^x 

1H— f$*V-;k 4.5-^kHP-lH— f$^/-M 
HO-r>F-;K l,2,3,4-Tb7tFn^'J >£fc«1.2,3,4 

2 0. |f^5l2ll©{b^^fcto©^^WL,T^5E^m^tl. 
io 2 1. M 5 tm<n<k&%w7u F 5 y 

2 2. 4'^D P-N- [6- [ (N, N-7* 5 7)^ ^;W-2-^7^;W [1,1'- 

4' a p-n- [6- a- tf u u >>~;m -2-7-7 [1 . 1 ' - tf 7 x ~j v] - 
4-^;i/#+u-a F ; 

15 4' - 7 d -N- [2- a - tf u u -6-* j u [1 , r - tf 7 x - 

;i/]-4-*;i/#^s H ; 

4' -7;ktP-N-[2-(i-tf^U s^M^MW-MV U n;W [l,l'-k'7i- 
>]-4-#;i/#*ii-5 H ; 

4' o P-N- [2- [(2-^ ^-4, 5-yk F P-1H--T ^^/-JWHJH ^ 

20 ;W-6-+y un;w [1, 1 ' - tf 7 xn;W -4-# JU#*1^ F •; 

4' P P-N- [2- [(2,2, 6, 6-x h 9 * U y-JW * 3MM -6-* 7 

U~;W [i, l'-h*7xr.;i/]-4-^JU^ij-s F ; 

4-(4-^OP7xn;W-N-[2-(l-tfPU> ? r:;M?;W-6-^y y^W-i-K 

^y$>>*;W?*-!f5 F ; 
25 N-[2-(l-kfPU V-fr*f-M-*-*J U=;W [U'-t'7x^]-4-*M 
*f 5 H ; 

6- (4-^5 1 ;P7 x-;W -N- [2- (1- tf P U v^M ^JW -(Mr / U ~M - P^ 
>7$F ; 

4- (4-* h ^r «> 7 x r ; W -N- [6- (1- tf P U 9 J=JV* ?)V) -2-± V^M -1 - M 
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6- (4-* h * is 7 ir» -N- [6- (1 - M U U V~)V* -l-f 7 ?M = 3 
>75 H ; 

6-(4-^fji/7x - ;u) -N- [6- a- t? p u -2-^- 7 n □ 5 1 > 

2 3. 5t: Ar'-H (XII) 
X", 

L— X— Ar— Y— N( : (xill) 

i \. V--" ' 

.R 1 

Ar 1 — X— Ar— Y— } (1') 



15 2 4. S»WTSi>lf^l|B«<Z)^ 0 

2 5. W^lfBto^7->^m^ ; 6>fein:^J«i:, $£Uft&&£!k if&Jfo. 

2 6 . Si 

Ar 1 — X— Ar— Y— N; m 

X d 2 
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Ar j,mm&^^x^rh^^^m^mm& 

R 1 *«k^R- 2 »ra-*fcttS«:-3T**K : P*fcttSlftS*WbTViTt>«J; 

Yttt>tBiftS&*UTViTt>«tV^af5R«5lljj!*^bTVJTfe±<, R 
'ttBSfrsS^S^ Y£<fctf Ar ££t>Kl«lfc££WbTVvTfc«fcV^g 

2 7. ^ 

Ar 1 — X — Ar — Y — N i (0 

15 X*j«kOTttra-*fcJ*ft^oTi«(©JS^»C 1 fcUb 6 ©J^-U— * ; 
. Ar (ilii^f btUTfeiui^MSI^ ; 

ViK{b**S**-r*\ R^R'ittSISTSSSS^t'bfcaSiSSWL/ 

20 Y.bt%\zmm&*#LT^T%&^&%M%n*J&J8,VX^T'b&<> R 
2 W^1"^^M^> Y£J;tf Ar ££t>fcfi&g£WUWT*>J:Vv£g 

25 2 8. ^^n>M*^ ; &>t:®ET5^1i©W-feli3l!l^iiTSfe«) 
©> S 
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(I) 



Ar ummm^hx^xh^m^n^^n^ ; 

5 R J 43J;^R a ttra-*fc^^'3T**JS ; P*fctt1tlft»ftWUTyiT'b«k 

y 1 1 %\zm&M*%vx^x*£\<^&mmmm*Mj&i'X^x'b& < > r 

Ar 1 — X— Ar— Y— NC m 



[5£<K Ar HSB^&ftWbWTtjJ^ai^ft ; 
X^ckOT^-Sfett^-pT^I^II^ l&^L 6 tf— ft ; 

15 Ar \mm&^^x^x^^>m^^^m^ •, 

^*flaK#**«-r^, R 1 i R 2 £ t> fcSttSft^U 
Ytt i b(3fi^»ftWbTV^T : bJ;V^^»Sft^bT^Tfe £ };<> R 
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SEQUENCE LISTING 



<110> Takeda Chemical Industries, Ltd. 

<120> Melanin Concentrating Hormone Antagonist 

<130> 2723W00P 

<150> IP 2000-134295 

<151> 2000-04-28 

<150> IP 2000-384897 

<151> 2000-12-13 

<160> 16 

<210> 1 

<211> 32 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly Pro Asn Ala Ser Asn 

1 . 5 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met. Pro Ser Val Phe Gly 

35 . 40 45 

Thr He Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe He He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser GJn Phe 

115 120 125 

Thr Ser Thr Tyr lie Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 15a 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe He Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 



WO 01/82925 



PCT7JP01/03614 



3/11 

Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

gtcgacatgg atctgcaaac ctcgttgctg tccactggcc ccaatgccag caacatctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120. 
atcaacatca ttatgccttc cgtgtttggt accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca tctttgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgctggg catgcctttc 300 
atgatccacc agctcatggg gaacggcgtc tggcactttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct aoatcctgac tgccatgacc 420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 

atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat. cacccctgtg 540 

tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 

ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 

cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 

gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 

attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 

cagctgtcca tcagccgccc gaccctcacg tttgtctact tgtacaacgc ggccatcagc .900 

ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 

cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 

aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<211> 262 
<212> RNA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 

uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 

aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 

caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 

gcuguuagca uagcccaagc ug 262 

* 

<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 
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<210> 7 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

cctggtgatc tgcctcct 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 

taggtgatgt cagtgggagc catgaagaag ggagtgggga gggcagttgg gcttggaggc 
ggcagcggct gccaggctac ggaggaagac ccccttccca actgcggggc ttgcgctccg 
ggacaaggtg gcaggcgctg gaggctgccg cagcctgcgt gggtggaggg gagctcagct 
cggttgtggg agcaggcgac cggcactggc tggatggacc tggaagcctc gctgctgccc 
actggtccca acgccagcaa cacctctgat ggccccgata acctcacttc ggcaggatca 
cctcctcgca cggggagcat ctcctacatc aacatcatca tgccttcggt gttcggcacc 
atctgcctcc tgggcatcat cgggaactcc acggtcatct tcgcggtcgt gaagaagtcc 
aagctgcact ggtgcaacaa cgtccccgac atcttcatca tcaacctctc ggtagtagat 
ctcctctttc tcctgggcat gcccttcatg atccaccagc tcatgggcaa tggggtgtgg 
cactttgggg agaccatgtg caccctcatc acggccatgg atgccaatag tcagttcacc 
agcacctaca tcctgaccgc catggccatt gaccgctacc tggccactgt ccaccccatc 
tcttccacga agttccggaa gccctctgtg gccaccctgg tgatctgcct cctgtgggcc 
ctctccttca tcagcatcac ccctgtgtgg ctgtatgcca gactcatccc cttcccagga 
ggtgcagtgg gctgcggcat acgcctgccc aacccagaca ctgacctcta ctggttcacc 
ctgtaccagt ttttcctggc ctttgccctg ccttttgtgg tcatcacagc cgcatacgtg 
aggatcctgc agcgcatgac gtcctcagtg gcccccgcct cccagcgcag catccggctg 



60 
120 
180 
240 
300 
360 
420 
480 
540 
600 
660 
720 
780 
840 
900 
960 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact atgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg tcctgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 1.275 
<210> 9 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 . 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

,50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr lie Cys Leu Leu Gly He He Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp lie Phe lie He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala lie 

195 200 ' 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu Tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser lie Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

40.5 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgtg 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct acagctgacc 



60 
120 
180 
240 
300 
360 
420 
480 
540 
600 
660 
720 
780 
840 
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cagttgtcca tcagccgccc gaccctcacc 
ttgggctatg ccaacagctg cctcaacccc 
cgcaaacgct tggtcctgtc ggtgaagcct 
aacgctcaga cggctgacga ggagaggaca 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa 
cggcagcggc tgccaggcta cggaggaaga 
gggacaaggt ggcaggcgct ggaggctgcc 
tcggttgtgg gagcaggcga ccggcactgg 
cactggtccc aacgccagca acacctctga 
acctcctcgc acggggagca tctcctacat 
catctgcctc ctgggcatca tcgggaactc 
caagctgcac tggtgcaaca acgtccccga 
tctcctcttt ctcctgggca tgcccttcat 
gcactttggg gagaccatgt' gcaccctcat 
cagcacctac atcctgaccg ccatggccat 
ctcttccacg aagttccgga agccctctgt 
cctctccttc atcagcatca cccctgtgtg 
aggtgcagtg ggctgcggca tacgcctgcc 
cctgtaccag tttttcctgg cctttgccct 
gaggatcctg cagcgcatga cgtcctcagt 
gcggacaaag agggtgaccc gcacagccat 
ggcaccctac tatgtgctac agctgaccca 
tgtctactta tacaatgcgg ccatcagctt 
tgtgtacatc gtgctctgtg agacgttccg 
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tt.tgtctact tatacaatgc ggccatcagc 900 
tttgtgtaca tcgtgctctg tgagacgttc. 960 
gcagcccagg ggcagcttcg cgctgtcagc 1020 
gaaagcaaag gcacctgaac tagt 1074 



gggagtgggg 


agggcagttg 


ggcttggagg 


60 


cccccttccc 


aactgcgggg 


cttgcgctcc 


120 


gcagcctgcg 


tgggtggagg 


ggagctcagc 


180 


ctggatggac 


ctggaagcct 


cgctgctgcc 


240 


tggccccgat 


aacctcactt 


cggcaggatc 


300 


caacatcatc 


atgccttcgg 


tgttcggcac 


360 


cacggtcatc 


ttcgcggtcg 


tgaagaagtc 


420 


catcttcatc 


atcaacctct 


cggtagtaga 


480 


gatccaccag 


ctcatgggca 


atggggtgtg 


540 


cacggccatg 


gatgccaata 


gtcagttcac 


600 


tgaccgctac 


ctggccactg 


tccaccccat 


660 


ggccaccctg 


gtgatctgcc 


tcctgtgggc 


720 


gctgtatgcc 


agactcatcc 


ccttcccagg 


780 


caacccagac 


actgacctct 


actggttcac 


840 


gccttttgtg 


gtcatcacag 


ccgcatacgt 


900 


ggcccccgcc 


tcccagcgca 


gcatccggct 


960 


cgccatctgt 


ctggtcttct 


ttgtgtgctg 1020 


gttgtccatc 


agccgcccga 


ccctcac'ctt 1080 


gggctatgcc 


aacagctgcc 


tcaacccctt 1140 


caaacgcttg 


gtcctgtcgg 


tgaagcctgc 1200 
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agcccagggg cagcttcgcg 


ctgtcagcaa 


cgctcagacg gctgacgagg agaggacaga 1260 


aagcaaaggc acctgaacta 


gtt 




1283 


<210> 16 








<211> 420 








<212> RNA 








<213> Human 








<400> 16 








caaaagcugg agcuccaccg 


cgguggcggc 


pofpnpiia croc pflniflPimpfl cpiicppnnnff 


60 


cuuucugucc ucuccucguc 


agccgucuga 


gcguugcuga cagcgcgaag cugccccugg 


120 


gcugcaggcu ucaccgacag 


gaccaagcgu 


uugcggaacg ucucacagag cacgauguac 


180 


acaaaggggu ugaggcagcu 


guuggcauag 


cccaagcuga uggccgcauu guauaaguag 


240 


acaaagguga gggucgggcg 


gcugauggac 


aacuggguca gcuguagcac auaguagggu 


300 


gcccagcaca caaagaagac 


cagacagaug 


gcgauggcug ugcgggucac ccucuuuguc 


360 


cgcagccgga ugcugcgcug 


ggaggcgggg 


gccacugagg acgucaugcg cugcaggauc 


420 
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